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Further Information on Mycetomas 
To the Editor.—We read with interest 
the article entitled "Botryomycosis: A 


h Bacterial Cause of Mycetoma," by 
; Picou et al, in the ARCHIVES (115:609- 

610,1979), but wish to correct a num- 
- ber of inaccuracies in it. 

Mycetoma is defined as a chronic, 
progressive fungal tumor of subcuta- 
neous tissues that will ultimately 
affect bone as well! The term is also 
used to denote pulmonary fungus balls 
commonly caused by Aspergillus fu- 
migatus. The word "mycetoma" (from 
the Greek mykes, meaning fungus) 
was created by H. V. Carter, in Bom- 
bay, India, in 1861, to distinguish the 
complaint from other tumors. Myceto- 
ma may be eumycotic, caused by fun- 

e gi, or actinomycotic, caused by actino- 
l mycetes (for at the time the name was 
first used, actinomycetes were 
thought to be fungi), but, by defini- 
tion, is not due to bacteria of the order 

Eubacteriales. 

Picou et al list points of differentia- 
tion between the grains of botryomy- 
cosis and mycetoma, stating that dif- 
ferentiation is not difficult on gross 
examination because botryomycosis 
grains are yellowish white, whereas 
eumycetoma grains are dark brown to 
black. In fact, the eumycetes Alles- 
cheria boydii and Cephalosporium sp 
also produce white or yellow grains. 

"n Actinomycete grains are stated to 
be the same color as botryomycotic 
grains, whereas the actinomycete 

Streptomyces pelletierii produces red 

grains. 

The centers of grains of actinomy- 
cetoma and botryomycetoma are said 
to be amorphous on high-power exam- 
ination, but this is not always so, for 
hyphae and bacteria are sometimes 

@ readily discernible. Moreover, botryo- 
mycotic grains are not, as stated, 
negative to fungal stains. Staphylococ- 
cus aureus grains, at least, will take 

# up both Grocott-Gomori and PAS 
stains.? 

Finally, the condition originally 
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described by Bollinger in 1870 was not 
in the skin of horses, but in the 
lung.? 
RoGER R. M. HARMAN, FRCP 
Mary P. ENcuIsH, DSc 
Bristol, England 


1. Mahgoub ES, Murray IG: Mycetoma. Lon- 
don, Heinemann Ltd, 1973. 

2. Harman RRM, English MP, Halford M, et 
al: Botryomycosis: A complication of extensive 
follicular mucinosis. Br J Dermatol 102:215- 
222,1980. 

3. McFadyean J: Botryomycosis. J Comp 
Pathol Therap 32:73-89, 1919. 


In Reply.—Bollinger's original de- 
scription was from the lung and not 
from the skin. Drs Harman and 
English are correct, and I apologize 
for the error. 

With regard to the remainder of 
their letter, at the opening of the 
“Comment” section of our article, we 
emphasized the clinical characteristics 
of mycetoma: draining sinuses, 
grains, and tumefaction. The reported 
case of botryomycosis illustrates that 
these clinical features may occur sec- 
ondary to an infection of bacteria of 
the order Eubacteriales; in the differ- 
ential diagnosis of mycetoma, botryo- 
mycosis must be considered with 
eumycotic and actinomycotic myceto- 
ma. Indeed, there appears to be no 
difficulty accepting actinomycetes, 
which are bacteria, as a cause of myce- 
toma. Why should there be difficulty 
accepting Eubacteriales? 

We are aware, as pointed out by Drs 
Harman and English, that S pelletier- 
ii produces red grains. Also, though 
dark grains indicate eumycotic myce- 
toma, we are aware that certain true 
fungi, such as A boydii and Cephalo- 
sporium sp produce light-colored 
grains. For this reason, the last para- 
graphs of our article dealt with the 
gross, microscopic, and histopatholog- 
ic findings in botryomycosis. When 
these are considered, the differentia- 
tion of botryomycosis from other 
causes of mycetoma is not difficult. At 


no point did we state that differentia- 
tion could be made solely by means of 
gross examination of the grains. 

Stains are important to demon- 
strate the presence and morphologic 
characteristics of organisms present 
in grains. With hematoxylin-eosin, 
the grains of botrymycosis and actino- 
mycetoma are, as a rule, amorphous, 
but as pointed out by Drs Harman and 
English, organisms may occasionally 
be discerned. In closing, we stated 
that fungal and acid-fast stains in 
botryomycosis are negative. This ap- 
pears to have caused inadvertent con- 
fusion. Perhaps completing the sen- 
tence to read that fungal and acid-fast 
stains are negative for hyphae and 
filaments would have eliminated : 
this confusion. 

Kerra A. Picou, MD 
San Antonio, Tex 


Hydroa Vacciniforme 


To the Editor.-In the August 1978 
ARCHIVES (114:1193-1196), Bickers et 
al reported two cases of hydroa vac- 
ciniforme that were treated success- 
fully with beta carotene. I report 
another similar case of an 8-year-old 
boy seen initially in September 1978 
with a four-year history of crusted, 
ulcerated lesions of the lower lip (Fig 
1) and papulovesicular lesions over the 
sun-exposed areas of the skin, mainly 
on the forearms. The biopsy specimen 
of a forearm lesion showed a picture 
consistent with hydroa vacciniforme, 
Results of porphyrin studies were 
normal. 

The patient was treated with oral 
beta carotene (60 mg/day), and the 
lesions disappeared after four weeks 
of medication. His tolerance to sun- 
light also improved. The usefulness of 
the beta carotene was emphasized 
when there was a relapse and reap- 
pearance of the lesions after the first 
supply of medication was exhausted, 

In September 1979, when in Araca- 
ju, Brazil, he was exposed to the sun- 
ny, summer weather. During this- 
time, while he was still using the third 





Fig 1.—Crusted, ulcerating lesions on low- 
er lip. . 
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Fig 2.—Recurrence of lower lip lesions 
during sunny, summer weather while 
patient was receiving beta carotene. 


supply of beta carotene at the same 
ES regimen, the lower lip lesions relapsed 


(Fig 2), becoming worse than ever. 
Topical proteolytic enzymes asso- 
ciated with chloramphenicol (Iruxol 
cream, West Germany) were applied 
to these lesions with no results. As the 
patient could not be nourished due to 
edematous, large, crusted, ulcerated 
lesions on the lower lip, a steroid 
cream that is a mixture of 0.05% beta- 





Five of six patients with M canis 
onychomycosis and one patient with 
M audouinii onychomycosis were 
adults with toenail involvement. 
These infections involved two to six 
nails. An M canis infection seen in a 
7-year-old girl involved all of the nails 
of the hands and feet. The M gypseum 
infection was localized to the index 
finger of the right hand in a 6-year- 
old girl. None of these Microsporum 
infections of the nails was clinically 
different from the distal subungual 
onychomycosis? seen with other der- 
matophytes. 
Yarçın TÜZÜN, MD 
Haşim MurLU, PHD 
Acop KoroGvAN, MD 
Istanbul, Turkey 


1. Rippon JW: Medical Mycology. Philadelphia, 
WB Saunders Co, 1974, pp 127-180. 

2. Zaias N: Onychomycosis. Arch Dermatol 
105:263-274, 1972. 


Leishmaniasis: A Case History 
and Treatment Failure 
With Rifampin 


AUR Rare bn ae tae qv EIE: EUR. 
UICE TTE 


VS rs Sc) e 
mania sp. Rifampin and ethambutol thera- 
py was discontinued, but isoniazid therapy 
was continued because of the tuberculin 
skin test conversion. 


Comment.—Because of the unavaila- 
bility of the Leishmania skin test in 
the United States, the existence of 
only a few laboratories that provide 
Leishmania serologic test, and the low 
incidence of diagnosis from histologic 
examination of skin biopsy specimens, 
the preferred diagnostic procedure is 
culture of the organism. 

As the mucocutaneous sequelae of 
leishmaniasis may occur many years 
after the patient leaves an endemic 
area, treatment of most New World 
cutaneous leishmaniasis must be di- 
rected not only at clinical cure of the 
lesions but also at eradication of the 
organisms. To evaluate the efficacy of 
therapy, posttreatment cultures are 
necessary, as many lesional scars are 
found to be culture positive. 

Because the course of cutaneous 
leishmaniasis is quite variable, anec- 
dotal reports suggesting the efficacy 
of new drugs are difficult to interpret. 


methasone valerate, 0.1% gentamicin ie 
sulfate, 0.1% tolnaftate, and 1% To the Editor.—In two recent letters,'? Metronidazole was reported to be use- 
iodochlorhydroxyquin (Quadriderm rifampin is mentioned asa potentially ful in the treatment of cutaneous 


cream) was given. In a few days, the 
lower lip lesions had cleared. The 


. dosage of beta carotene was increased 


thereafter. 
GILDO ANDRADE SIMÕES, MD 
Aracaju-Sergipe, Brazil 


Nonproprietary Name and 
Trademark of Drug 


Beta carotene—Solatene. 


useful drug for the treatment of 
American cutaneous leishmaniasis. 
This communication reports a case in 
which rifampin failed to alter the 
development of this disease. 


Report of a Case.—The patient, a 33- 
year-old man, lived in the Canal Zone, 
Panama, from 1973 until June 1977. In July 
1977, the patient noted an erythematous 
papule on his left palm: His tuberculin skin 
test, which had been negative in the spring 
of 1977, was positive in August 1977. Based 
on the positive skin test, a biopsy specimen 
was obtained and cultures prepared for 


leishmaniasis,’ but failures in five of 
six cases were subsequently found. 
Differences in species and geographic 
origin of the Leishmania sp may 
account for the conflicting results 
reported for metronidazole, rifampin, 
or other drugs. Until controlled 
studies demonstrate that other drugs 
are equally efficacious, pentavalent 
antimonial agents remain the treat- 
ment of choice for American cuta- 
neous leishmaniasis. The only such 
drug in the United States is Pentos- 


s acid-fast bacilli and fungi. A clinical diag- tam, sodium stibogluconate, availab le 
Microsporum Infections of the Nails nosis, of cutaneous mycobacteriosis was from the CDC, Atlanta, and the Divi- 
Y made. Treatment was started with rifam- Slon of Experimental Therapeutics, 
To the Editor.-We found that 91 pin, 600 mg twice a day; isoniazid, 300 mg Walter Reed Army Institute of Re- 
| (61%) of 141 cases in a study that were ^ four times a day; and ethambutol hydro- — search, Washington, DC. 
clinically diagnosed as onychomycosis chloride, 1,200 mg four times a day. During STEPHEN W. WuiTE, MD 
P yielded fungi by potassium hydroxide ^ five weeks of therapy, the lesion continued Larry D. HENDRICKS, PHD 
ko mount or culture, or both. Material to enlarge and had ulcerated. The patient JEFFREY D. CHULAY, MD 
E from 18 (20%) of these cases failed to was then referred to the Walter Reed Washington, DC 
i yield fungi in culture, although they Army Medical Center, Washington, DC. 
et were shown to contain such organisms Because of his travel history, cutaneous : 
ri in the potassium hydroxide mounts leishmaniasis was suspected and fluid aspi- The views of the author do not purport to 
E 1 p y [ * rated from the lesion was cultured in reflect the positions of the Department of the 
E Trichophyton rubrum was isolated ^ g¢hneider’s medium with 30% fetal bovine Army or the Department of Defense. 
E from 16 of the remaining 73 patients; serum.’ The culture was positive for leish- 
5 T mentagrophytes from 15; Microspo- ^ manial promastigotes within two days. Nonproprietary Names and 


rum canis from six; M gypseum from 
one; M audouinii from one; Candida 
albicans from 30; C tropicalis from 
two; C krusei from one; and C pellicu- 
losa from one. Epidermophyton flocco- 
sum was not isolated from any 
patient, 

Nail infections from Microsporum 
sp are exceedingly rare.' In our eight 
patients, only the nails were infected. 


Sodium stibogluconate (Pentostam, En- 
gland), a pentavalent antimony compound, 
was obtained from the Center for Disease 
Control (CDC) in Atlanta. The patient was 
given 600 mg of this drug intravenously on 
each of ten consecutive days. The skin 
lesion appeared clinically healed 14 days 
after initiation of this therapy. Cultures of 
needle-aspirated exudate from the lesional 
site taken on days 2 and 14 after comple- 
tion of therapy were negative for Leish- 


Trademarks of Drugs 


Ethambutol hydrochloride—Myambutol. 
Metronidazole— Flagyl. 
Rifampin—Rifadin, Rimactane. 


1. Griffiths WAD, Sodeify M: Use of metroni? 
dazole in cutaneous leishmaniasis. Arch Derma- 
tol 112:1791, 1976. 


2. Vásquez FR: Rifampin in leishmaniasis. 


Arch Dermatol 113:1610-1611, 1977. 
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3. Hendricks L, Wright N: Diagnosis of cuta- 
neous leishmaniasis by in vitro cultivation of 
saline aspirates in Schneider's Drosophila me- 
dium. Am J Trop Med Hyg 28:962-964, 1979. 

4. Long PI: Cutaneous leishmaniasis treated 
with metronidazole. JAMA 223:1378-1379, 1973. 

5. Walton BC, Paulson EJ, Arjona A, et al: 
American cutaneous leishmaniasis, inefficacy of 
metronidazole in treatment. JAMA 228:1256- 
1258, 1974. 


Generalized Morphea: A Side Effect 
of Valproate Sodium? 


To the Editor.-Common side effects 
of new drugs usually become evident 
in initial animal or patient studies. 
They are frequently caused by known 
properties of the medication. On the 
other hand, uncommon side effects 
are generally not predictable and 
usually occur for obseure or unknown 
reasons. These reasons may eventual- 
ly shed new light on interesting bio- 
logical problems. This is the case, for 
instance, for bone marrow depression 
induced by chloramphenicol in one of 
several thousand patients! and for the 
still-debated link between iodochlor- 
hydroxyquin and subacute myeloopti- 
co-neuropathy.*-* 

Valproate sodium has been used 
recently in the treatment of various 
forms of epilepsy.*? We wish to report 
an unusual form of scleroderma occur- 
ring shortly after the initiation of 
valproate sodium therapy. 


Report of a Case.— A 12-year-old girl first 
started to have petit mal seizures when she 
was 7 years old in 1975. Family and person- 
al history were otherwise unremarkable. 
The EEG was abnormal, showing typical 
bursts of 3 to 4 Hz, high-voltage spike- 
and-wave bursts, synchronous in all leads 


9 c + oe iS 
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and lasting from 4 to 10 s. Initial treatment 
with ethosuximide (Zarontin), carbamaze- 
pine (Tegretol), and phenobarbital, was 
only partially suecessful, and carbamaze- 
pine produced nausea. Valproate sodium 
therapy was started in August 1976 and 
the therapy with other medications was 
discontinued. Seizures were eventually 
controlled with 750 mg/day of valproate 
sodium. 

The girl was referred to one of us 
(M.G.-Y.) in January 1977 because of a 
few ill-defined, erythematodesquamative 
plaques on the dorsum of the right foot, on 
the right hand, and on the trunk. These 
plaques were seemingly lichenified. Serap- 
ings showed no hyphae. No definitive diag- 
nosis was made, and the patient did not 
return for dermatologic consultation until 
December 1978. During that time, she con- 
tinued receiving valproate sodium and no 
other medication. Her health was good and 
seizure control was satisfactory. A recent 
EEG was still diffusely abnormal but no 
spike-and-wave bursts were detected. In 
December 1978, there were innumerable 
skin lesions on the limbs, trunk, and ante- 
rior portion of the neck. These lesions were 
oval to round, about 5 cm in diameter, 
hyperpigmented, and slightly depressed. 
Some showed central depigmentation, and 
they were indurated on palpation. The 
plaques on the trunk showed a zoniferous 
distribution. The rest of the physical 
examination results, including clinical neu- 
rologic workup, were otherwise normal. 

The clinical features of the skin lesions 
were typical for generalized morphea. A 
biopsy specimen was taken, and the find- 
ings were consistent with the clinical diag- 
nosis. There was thickening and homogeni- 
zation of collagen bundles and some edema 
in the dermis. There was minimal thicken- 
ing of blood vessel walls, and the sweat 
glands were surrounded by collagen 


instead of fat. The subcutaneous fat was 
partially replaced by collagen bundles (Fig- 


LI 


Subcutaneous fat is partially replaced by dense collagen bundles. There is some 


thickening of blood vessel wall (hematoxylin-eosin, x12.8). 
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ure). The patient's parents refused to per- 


mit further study. 


Comment.—It is clear that at pres- 
ent we cannot rule out the possibility 
that disseminated morphea occurred 
coincidentally with valproate sodium 
therapy. Side effects reported with 
this drug include loss of hair, derma- 
toses, hepatotoxicity, and teratogenic 
effects in animals.* Only time and fur- 
ther reports will show whether gener- 
alized morphea is a fortuitous coinci- 
dence or a rather distressing, albeit 


uncommon, result of treatment with — 


this medication. 


Gustavo LEAL, MD 
ERVIN ESSENFELD-YAHR, MD 
Caracas, Venezuela 


Supported in part by grants from Consejo de 
Desarrollo Científico y Humanistico Central Uni- 
versity of Venezuela, and CONICIT, Venezuela 
(Dr Goihman-Yahr). 


Nonproprietary Name and 
Trademark of Drug 


Valproate sodium—Depakene. 


1. Wallerstein RO, Condit PK, Kasper CK, et 
al: Statewide study of chloramphenicol therapy 
and fatal aplastic anemia. JAMA 208:2045-2050, 
1969, $ 

2. Pinto O de S, Burley D: Clioquinol: Time to 
act. Lancet 1:1256, 1977. 

3. Tsubaki T, Honma Y, Hoshi M: Neurological 
syndrome associated with clioquinol. Lancet 
1:696-697, 1971. 

4. Lewis JR: Valproie acid (Depakene): A new 
anticonvulsant agent. JAMA 240:2190-2192, 
1978. 

5. Richens A, Ahmad S: Controlled trial of 
sodium valproate in severe epilepsy. Br Med J 
4:255-256, 1975. 


Deletion of Chromosome 11 in 
Babies With Michelin Tire 
Syndrome 


To the Editor.-Gardner et al, in the 
August ARCHIVES (115:978-979, 1979), 
stated that karyotypic studies on their 
patient with the Michelin Tire baby 
syndrome "showed a normal female 
XX pattern, but an abnormal deletion 
of chromosome 11." 

I would like to request the following 
additional information: (1) What type 
of cytogenetic studies were per- 
formed? What banding techniques 
were used to identify chromosomes 
and their segments? (2) Exactly how 
many karyotypes were examined, and 
in what percentage was the change in 
chromosome 11 found? (3) How much 
of chromosome 11 was deleted? Which 
arm was deleted? Was the entire chro- 
mosome deleted? (4) What is "an 
abnormal deletion"? Are there normal 
deletions? . 
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Mauricio GOrHMAN-Y AHR, MD, PHD | 
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Only with somewhat more detailed 
information can we interpret such 
potentially meaningful statements 
about chromosomal abnormalities and 
clinical syndromes. 

WALTER H. C. Burcporr, MD 
Oklahoma City 


In Reply.—We wish to thank Dr Burg- 
dorf for his interest in our case report. 
For those not familiar with genetic 
coding, we used the word “abnormal” 
to emphasize that the deletion was not 
a normal finding. We are sorry for 


= any confusion that this may have 
- eaused. There are, of course, no "nor- 
— mal" 


deletions. The cytogenetic 
studies performed were cultivated 
blood lymphocytes, and the banding 
technique was Giemsa banding. Thir- 
ty plates were examined, and the de- 
letion was found in all of them. The 
deletion of chromosome 11 involved 
the short arm only, and the correct 
reporting of the chromosome karyo- 
type should read 46, XX, del (11) 
(g21g23). In these types of chromo- 
some problems, family studies are 
indicated, especially when looking for 
a balanced translocation carrier status 
in a parent. However, we were unable 


. to obtain these studies in the parents, 


and, therefore, the information on the 
patient is not as complete as it might 
have been. We hope that this informa- 
tion will clarify the studies performed 
on this patient. 
EpMoND W. GARDNER, MD 
Howarp M. MILLER, MD 
Epmunp D. Lowney, MD 
Columbus, Ohio 


Familial Lichen Planus 


To the Editor.-The cause of lichen 
planus remains obscure. Although 
many theories have been put forward 
to explain its cause, none has been 
widely aecepted. A viral cause has 
long been suspected, and psychogenic 
influences seem to be of striking 
importance in many patients. The 
recent demonstration of immunoglo- 
bulins in lichen planus lesions’ sug- 
gests an autoimmune pathogenesis 


' for this disease. At present, however, 


there is little evidence to suggest that 
the disease is genetically determined. 
We recently had the opportunity of 
observing three patients who had li- 
chen planus, each with a positive fami- 
ly history. 

Report of Cases.—CAsE 1.—A 16-year-old 
girl had multiple whitish streaks of six 
months’ duration on the buccal mucosa. 
There was no involvement of the skin or 
nails. A biopsy specimen taken from the 
oral mucous membrane confirmed the 
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diagnosis of lichen planus. While this 
patient was undergoing treatment, viola- 
ceous, flat-topped papular lesions of the 
lower extremities developed on her older 
sister. These were also shown to be lichen 
planus histologically. 

Case 2.—A 9-year-old boy was admitted 
to our dermatology ward for acute general- 
ized lichen planus. He was treated with 
steroids, with notable improvement, and 
was discharged after one month. On fol- 
low-up examination, he was found to have 
lichen planus involving the oral mucosa and 
the extremities. 

Case 3.-In the past four months, we 
have observed lichen planus in two broth- 
ers, aged 15 and 12 years. Both experienced 
the onset of the disease at about the same 
time. 


Comment.—The occurrence of lichen 
planus in other family members in the 
previously described three cases may 
merely be coincidental. Nevertheless, 
it emphasizes the importance of 
recording a family history in every 
case of lichen planus. There have been 
earlier reports of familial lichen plan- 
us,^? but these are rare. What impor- 
tance familial factors may have in the 
pathogenesis of lichen planus remains 
to be seen. 

YASHWANT K. MALHOTRA, MD 
AMRINDER J. KANWAR, MD 
Benghazi, Libya 


1. Waisman M, Dundon BC, Michel B: Immu- 
nofluorescent studies in lichen nitidus. Arch 
Dermatol 101:200-203, 1973. 

2. Depaoli M: Lichen ruber planus familiare. 
G Ital Dermatol 45:11-16, 1970. 

3. DuPont A: Lichen plan familial. Arch Belg 
Dermatol Syphiligr 28:171, 1972. 


Cycloheximide as an Alternative to 
the Use of Fluorouracil for Actinic 
Keratosis 


To the Editor.—I observed with inter- 
est the scientific exhibit on cyclohex- 
imide at the 1978 Academy of Derma- 
tology meeting in San Francisco. A 
simple in vivo assay was demon- 
strated for this new topical epidermal 
cytotoxic drug for the treatment of 
epithelial neoplasms. Du Vivier 
showed that cycloheximide, applied 
topically, is a potent local inhibitor of 
epidermal cell division. Histologically 
proved basal cell carcinomas and 
actinic keratoses were treated. 

I would like to report that I have 
used cycloheximide in a concentration 
of 0.025% in an absorbent ointment 
base (Aquaphor) on six patients for 
extensive advanced actinie keratosis 
of the face and chest. Three of these 
adult patients were allergic to the 
compound fluorouracil, confirmed by 
patch testing. 

I have observed that cycloheximide 
produces a brisk inflammatory reac- 


x 


tion that reaches a peak somewhere 
between eight to 14 days after initial 
treatment. The inflammation occurs 
more rapidly than the inflammation 
of fluorouracil (Efudex) cream, and is 
also slightly more painful. 

The inflammatory response clears 
notably on discontinuation of use of 
the cycloheximide ointment and the 
institution of treatment with 0.025 
triamcinolone acetonide ointment for 
several days. 

In the six patients treated, resolu- 
tion and clearing of the solar kera- 
toses were impressive. The patients 
were extremely pleased with the 
results. 

Cycloheximide appears to be an 
excellent alternative for patients with 
severe actinic keratosis who are aller- 
gic to fluorouracil. 

Howarp G. MirsTEIN, MD 
La Jolla, Calif 


1. Du Vivier A: Topical cycloheximide for the 
treatment of skin cancer: The demonstration of 
its epidermal cytotoxic effect in a mouse model 
and its subsequent successful trial in man. Scien- 
tific Exhibit at the 37th Annual Meeting of the 
American Academy of Dermatology, San Fran- 
cisco, Dec 2-5, 1978. 


‘P’Alliteration in Dermatology 


To the Editor.—"P" alliteration is a 
literary form that has reached its 
zenith in dermatologic diagnosis.'^? It 
is not known why dermatology has 
been so blessed nor, indeed, why no 
other letter has approached "P" in 
popularity. 

IRA LEO SCHAMBERG, MD 

Elkins Park, Pa 


1. Schamberg JF: A peculiar progressive pig- 
mentary disease of the skin. Br J Dermatol 13:1, 
1901. 

2. Toomey N: Itchy points (puncta pruritica). 
Arch Dermatol Syphilol 5:744-747, 1922. 

3. Schlappner OLA, Wood MG, Gerstein W, et 
al: Painful and nonpainful piezogenie pedal 
papules. Arch Dermatol 106:729-733, 1972. 
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SUNSCREEN OTION 


Superb protection spanning the complete spectrum 


of UVB and UVA radiation.. 


-those damaging 


wavelengths between 290 nm and 400 nm. 


Full spectrum protection you can count on. 


The most sophisticated sunscreen 
agents. Two PABA esters and oxy- 
benzone form the foundation of this 
versatile family. Known for UVB and 
UVA absorption, these highly effective 
sunscreens are the end result of exten- 
sive Herbert Laboratories research 
in sunscreening formulations that help 
prevent skin cancer, sunburn and. 
g@remature aging. 


Protection where you need it. 
Each Eclipse* you recommend reaches 
its peak absorbency in the critical 
erythemal range — that portion of the 
solar spectrum where damage is most 
devastating and your patients need 

- thë most protection. 


AII skin types covered. From the 
most sun-sensitive to normal. Available 
in rich. moisturizing lotions for normal 
to dry skin, and cooling, alcohol bases 
for oily or acne-prone skin. Formulated 
to resist washoff from swimming 
or perspiration. 


Eclipse". 
The only E line of defense 
against the sun. 


Herbert Laboratories 
Dermatology Division of 
Allergan Pharmaceuticals, Inc. 
Irvine, California 92713 





Introducing new Total 
Eclipse* Sunscreen Lotion 
in a rich, moisturizing base... 
for your patients that need ultra 
protection but want the silky 
smoothness of a lotion. 





xe. The widest spectrum of 
benzoyl peroxide therapy 
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(Benzoyl peroxide 2/276 


Pa Q | > As effective as alcohol gels 
n Xy > Minimally drying 


(Benzoyl peroxide 5%) 


® > Excellent patient tolerance and 
PanOxyl roar 


(Benzoyl peroxide 10% 


PanOxyl A y2 A > The widest spectrum of aqueous gels.. 
%) li ee including the only 2⁄2% strength 





> Alcohol reduced to 20% 


Pa O 2 ... With no loss in effectiveness 
n xy! 5 > Solvent action of alcohol makes them 
(Benzoy! peroxide 5%) ideal for olly skin 


PanOxyl 4 i Q > Less stinging than older gels 


(Benzoyl peroxide 10%) > Reliable, long-lasting stability 
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including the only 2/4 formulation 
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(Benzoyl peroxide 2/226) 


.* The mildest benzoyl peroxide gel available 


> The benzoyl peroxide therapy of choice 
for patients with dry or fair skin 


> Unsurpassed for initiating therapy or 


e 


maintenance regimens 


> Logical complement to tretinoin therapy 


THERAPY 


= 


GUIDE TO THE PANOXYL SPECTRUM 


SKIN TYPE 
DRY AVERAGE OILY 


PanOxyl AQ 2’ 


Typical applications of PanOxyl AQ and PanOxyl. 
As always, individual patient response and your own clinical 
judgment provide the most precise guide to therapy. 


From dry skin to oily ... from mild acne 
to severe ... there is a form and strength 
. of PanOxyl to suit each acne patient's 
individual needs. 





Composition: PanOxyl AQ 2/4 contains 2/496 benzoyl peroxide in a gel base formu- 
lated with purified water, polyoxyethylene lauryl ether, propylene glycol, sodium lauryl 
sulfate, carbomer 934P and di-isopropanolamine. 


PanOxyl AQ 5 contains 5% benzoyl peroxide in a gel base formulated with purified 
water, polyoxyethylene lauryl ether, propylene glycol, sodium lauryl sulfate, carbomer 
934P and di-isopropanolamine, 


PanOxyl AQ 10 contains 10% benzoyl peroxide in a gel base formulated with purified 
water, polyoxyethylene lauryl ether, propylene glycol, sodium lauryl sulfate, carbomer 
934P and di-isopropanolamine, 

PanOxyl 5 contains 5% benzoyl peroxide, 20% alcohol, polyoxyethylene lauryl ether, 
colloidal magnesium aluminum silicate, hydroxypropylmethylcellulose, citric acid and 
purified water. 

PanOxyl 10 contains 10% benzoyl peroxide, 20% alcohol, polyoxyethylene lauryl ether, 
colloidal magnesium aluminum silicate, hydroxypropylmethylcellulose, citric acid and 
purified water. 

Caution: Federal Law prohibits dispensing without a prescription. 

Action and Uses: The topical use of PanOxyl AQ 2/4, PanOxyl AQ 5, PanOxyl AQ 10, 
PanOxyl 5 and PanOxyl 10 provides therapeutic control of acne through drying and 
desquamative action, as well as providing antiseptic activity. 

Indications: Use as an aid in the treatment of acne. 


Dosage and Administration: After washing as instructed, apply ! or 2 times daily to 
affected areas. 

Contraindications: Patients with a known sensitivity to benzoyl peroxide should not 
employ these medications. 

Precautions: For external use only. Do not permit products to come in contact with 
the eyes or mucosal membranes. Keep these and all drugs out of the reach of children. 
Very fair individuals should always be started on a single application at bedtime, allowing 
the medication to remain on the skin overnight. PanOxyl AQ and PanOxyl gels may 
bleach hair and colored fabrics. Keep from the heat. Store PanOxyl 5 and PanOxyl 10 
below 80° F 


Supplied: PanOxyl AQ 22, PanOxyl AQ 5, PanOxyl AQ 10, 
PanOxyl 5, and PanOxyl IO are supplied in 2.0 ounce and 4.0 
ounce plastic tubes. 







For additional information on PanOxyl products 
and for patient starter units, 


call our toll free number: 1-800-327-3858. 
In Florida call collect: 1-305-443-3807. X 
STIEFEL 


Stiefel Laboratories, Inc., Coral Gables, Florida 33134 
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FS20 AND FS40 
SUNLAMPS 
NOW AVAILABLE 
FROM NBC 


FS20 and FS40 sunlamps, exclusively for medi- 
cal use, are now available from National Biological 
Corporation, specialists in phototherapy systems. 

The increased demand for these popular sized 
sunlamps has prompted us to make special 
arrangements for their manufacture and distribu- 
tion. 

These lamps are of the highest quality. They 
have spectral characteristics similar to West- 
inghouse sunlamps and will fit the fixtures you 
are now using. 

To insure prompt delivery and completeness of 
your order we urge you to mail the attached 
coupon with- 
out delay to NATIONAL 


NBC. We're 
the sini» BIOLOGICAL 
source for the 

wu "" CORPORATION 
fession. 

SERE BS Ia 
ORDER FORM 


NATIONAL 
BIOLOGICAL 6057 Mayfield Road s 
Cleveland OH 44124 









CORPORATION 
Please send the following, F.O.B. Cleveland: 
—— FS20 Sunlamps @ $24 each.............. $ 


d Name Phone — — 2. ux l 


— —— FS40 Sunlamps @ $26 each ............ $ 
Address. m [TT eese e d E M 
i Duy 1. 21 Shah Zip 




















in depth studies 
of the health 

care systems of 
Britain and France 


How they operate 

and what they mean 
to users and to people 
who work in them. 


Britain's health care system is pre- 
dominantly nationalized. France of- 
fers its citizens a national health and 
social insurance plan. These compre- 
hensive references cover each system's 
evolution. . .operation. ..application... 
problems...achievements...and  per- 
sonnel. 


The French Health Care System 
(OP-460) costs $3.50; The British 
Health Care System (OP-461), $7.50. 
The set is $10. To order your copies, 
write Order Dept., AMA, P.O. Box 821,- 
Monroe, WI 53566. Allow 4-5 weeks for 
delivery. 


LICHEN 


SIMPLEX 
CHRONICUS 
THE CHALLENGE 
OF EXCORIATION 








the heart of the matter to begin with. 
+o ‘break the itch/scratch cycle, a 
potent antipruritic agent is called 
for, preferably one that can pene- 
trate the thickened skin and pro- 
vide prompt relief. And Lidex®-E 
(fluocinonide) delivers. The demon- 
strated potency of fluocinonide 


ld 


relieves the itching to break the 
itch/scraich cycle, while its emollient 
base is ideal for the lichenification 
that characterizes the disease. 

When you see dry, excoriated ster- 
oid-responsive lesions (with or with- 
out lichenification), think of Lidex-E. 
It has whats needed to do the job. 


CREAMQOS% * 


LIDEX- 


m 


(FLUOCINONIDE 


POTENCY 

IN A GENTLE 
EMOLLIENT 
BASE. 


Artist's interpretation ot free nerve endings in 
the: epidermis;.siarting point for the itch 
scratch cycle that leads to the characteristic 
lichenification. of lichen simplex chronicus 
Meissners corpuscle is seen in dermal pa 
pilla at left. Please see next page for briet 





POTENCY IN THE BASE 
OF YOUR CHOICE... 

IN YOUR CHOICE OF 
15,30 OR 60g. TUBES. 
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LIDEX“E (fluocinonide) 
Cream 005% 


Description LIDEX-E cream 0.05% contains the ac- 
tive compound fluocinonide. Fluocinonide, which 
is the 2l-acetate ester of fluocinolone acetonide. 
has the chemical formula 6a, 9-difluoro-118, lóa. 
17, 21-tetrahydroxypregna-1, 4-diene-3, 20-dione. 
cyclic 16, 17-acetal with acetone, 21-acetate 
LIDEX-E cream contains fluocinonide 0.5 mg./g. in 
a water-washable aqueous emollient base of 
stearyl alcohol, cetyl alcohol, mineral oil, prop- 
ylene glycol, sorbitan monostearate, polysorbate 
60, citric acid and purified water. 

Indications Inflammatory manifestations of corti- 
costeroid-responsive dermatoses 
Contraindications Topical steroids are contrain- 
dicated in patients with a history of hypersensitiv- 
ity to any of the components of the preparation 


Precautions If irritation develops, discontinue 


cream and institute appropriate therapy. 


In the presence of an infection, institute use of an 
appropriate antifungal or antibacterial agent. If a 
favorable response does not occur promptly. dis- 
continue the corticosteroid cream until the infec- 
tion has been adequately controlled 


If extensive areas are treated or if occlusive tech- 
nique is used, there will be increased systemic 
absorption of the corticosteroid and suitable pre- 
cautions should be taken, particularly in children 
and infants 


The satety of topical steroids in pregnant women 
has not absolutely been established. In laboratory 
animals, increases in incidences of fetal abnor- 
malities have been associated with exposure of 
gestating females to topical corticosteroids, in 
some cases at rather low dosage levels. Therefore, 
drugs of this class should not be used extensively 
on pregnant patients, in large amounts or for pro- 
longed periods of time 


LIDEX"-E (fluocinonide) cream is not for op 
mic use 

Adverse Reactions Local adverse reactio! 
ported with topical corticosteroids: burning 
ing. irritation. dryness, folliculitis, hypertric 
acneform eruptions, hypopigmentation, pe 
dermatitis, allergic contact dermatitis, mace 
of the skin, secondary infection, skin at 
striae, miliaria 

Dosage and Administration Asmall amount 
be gently massaged into the affected area 
or four times daily. as needed 

How Supplied 

LIDEX-E Cream 0.05% — 15. 30 and 60g. tube: 





| Syntex Laboratories, Inc 
[SYNTEX palo Alto, Calitornia 94304 
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Ultra Sun Block Creme 


The highest 

SPF* of any 
non-opaque 
sunscreen 
product 


Ultimate UV 

Protection with an 

SPF of 23.9** 

—permits no burning 

if properly applied 
—blocks 99.6% of the sun's 

harmful rays 

—protects against both UVA and UVB 





























The Most Comprehensive Sunscreen 
Formulation Available 
—contains three sunscreens: Padimate O 
(a PABA derivative), oxybenzone, 
and dioxybenzone 
—mild, gentle to the skin 
—100% fragrance-free 
—non-greasy—won't stain clothing 





Developed and Tested in 
conjunction with the Squibb Institute 
for Medical Research 


Assuring Virtual Freedom from: ^" 
|. —contact dermatitis —oral toxicity 
; —photo dermatitis —ocular irritation 


—primary dermal irritation —sensitization 


The Best Sun Protection 
You Could Recommend! 
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News and Notes 


Eleventh Pigment Cell Conference.— 
The 11th International Pigment Cell 
Conference will be held in Sendai, 
Japan, Oct 14-17, 1980. The scientific 
sessions will be composed of special 
lectures, symposia, and workshops on 
pigment cell biology and human and 
animal diseases of pigment cells, 
including malignant melanoma and 
leukoderma (vitiligo). Full details may 
be obtained by writing to Prof Makoto 
Seiji, Department of Dermatology, 
Tohoku University, Sendai, Japan. As 
in the previous ten International Pig- 
ment Cell Conferences, there will be a 
multidisciplinary approach, and par- 
ticipation will include biochemists, cell 
biologists, basic medical investigators, 
and biophysicists. 


Dermatology Seminar.— The third an- 
nual all-day dermatology seminar, 
entitled "New Views of Old and New 
Diseases," will be held Wednesday, 
Nov 12, 1980, at Englewood Hospital, 
Englewood, NJ 07631. 


Job Description. The Division of 
Clinical Pharmacology and Toxicology 
at San Francisco General Medical 
Center is seeking an additional facul- 
ty member with an interest in occupa- 
tional dermatology and special inter- 
est in percutaneous penetration of 
toxie materials found in the work 
place. The individual will be located at 
San Francisco General Medical Center 
in the newly established Northern 
California Occupational Health Cen- 
ter. The Northern California Occupa- 
tional Health Center is a multidiscipli- 
nary teaching, patient care, and 
research activity of the Department 
of Medicine at the University of Cali- 
fornia, San Francisco. The appoint- 
ment of this new faculty person will 
be at the level of assistant professor in 
residence, step II. All funding for this 
position will be paid from the 
Northern California Occupational 
Health Center. 

The optimal qualifications for this 
occupational dermatologist include 
board certification in dermatology 
and internal medicine (or their equiv- 
alents), with documented training in 
the field of occupational dermatology 
and the demonstrated ability to per- 
form independent clinical research in 
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the area of percutaneous penetration 
of toxic materials. 

The minimal requirements for this 
position include full training in der- 
matology and documented specialized 
training in occupational dermatolo- 
gy. 

This position includes responsibility 
for evaluating consultations relating 
to skin conditions resulting from occu- 
pational exposure and working with 
other physicians to define the nature 
of the work place as it relates to der- 
matologic disability. Conducting re- 
search activities in the area of percu- 
taneous penetration of toxic materi- 
als, especially pesticides, is also 
included in the duties of this position. 
Space for research will be located in 
the toxicology laboratory of the 
Northern California Occupational 
Health Center. This research activity 
will be supported by extramural 
research funds. 

This appointment will commence 
July 1, 1980. The University of Cali- 
fornia, San Francisco, is an equal 
opportunity, affirmative action em- 
ployer, and women and minority can- 
didates are encouraged to apply. 


Award Winners.—The Department of 
Dermatology of the Baylor College of 
Medicine announces that the 1979 
winners of the Mr and Mrs J. N. Taub 
International Memorial Award for 
Psoriasis Research are Thomas B. 
Fitzpatrick, MD, John A. Parrish, MD, 
and Klaus Wolff, MD, for their work 
relating to psoralens and ultraviolet 
A. Their contributions relate not only 
to the treatment of psoriasis but also 
further our knowledge in the areas of 
photobiology and photochemothera- 


The recipients are chosen by an 
anonymous seven-member commit- 
tee. 


Anthralin Symposium.—A research- 
oriented symposium entitled “An- 
thralin (Dithranol)," sponsored by the 
European Society for Dermatological 
Research and the University of Nice, 
France, will be held at Sophia Antipol- 
is, near Nice, on Oct 17 and 18, 1980. 
The meeting will focus on current 
concepts in the mode of action of 
anthralin in the treatment of psoria- 
sis., 


The main topics are to be presented 
by guest speakers from the United 
States and Europe followed by free 
communications. The following sub- 
jects are to be discussed: chemistry, 
biochemistry, toxicology, pharmacolo- 
gy, clinical pharmacology, and thera- 


The coorganizers of this symposium 
are Prof M. W. Greaves, Institute of 
Dermatology, Homerton Grove, Lon- 
don E9 6BX, England; Prof L. Juhlin, 
Department of Dermatology, Univer- 
sity Hospital, Uppsala S-75014, Swe- 
den; and Prof H. Schaefer, Centre 
International de Recherches Derma- 
tologiques (CIRD), Sophia Antipolis, 
06560 Valbonne, France. 

For information contact Prof Hans 
Schaefer, CIRD, 06560 Valbonne, 
France; or telephone (93) 74-12-00. 


Dermatopathology Symposium.—The 
second International Dermatopatholo- 
gy Symposium, entitled "Sherlockian 
Dermatopathology: Dilemmas and Di- 
rections in Dermatopathology," is 
scheduled for July 12-15, 1981, in the 
Great Room of the Grosvenor House 
Hotel in London. The symposium is 
cosponsored by the University of Lon- 
don and the Section of Dermatopa- 
thology, New York University School 
of Medicine, and is co-directed by Drs 
Edward Wilson Jones, Martin M. 
Black, and A. Bernard Ackerman. In 
this symposium, the methods of 
deductive and analytic logic that were 
practiced by the world's most fa- 
mous consultant-detective, Sherlock 
Holmes, will be applied to dermatopa- 
thology and general pathology. An 
international faculty of skilled derma- 
topathologists assembled in London 
will demonstrate how cutaneous mis- 
creants may be tracked down and 
exposed by using Sherlockian princi- 
ples, strategems, and lenses of various 
magnifying power. Although the em- 
phasis will be on histologie clues to 
diagnosis by conventional microscopy, 
clinical, electron-microscopic, and im- 
munopathologie aspects of inflamma- 
tions, neoplasms, malformations, and 
deposits of abnormal materials in the 
skin will also be explored. The faculty 
includes Drs W. Gebhart, K. Holubar, 
H. Kerl, and G. Stingl from Austria; 
Dr D. Weedon from Australia; Dr G. 
Pierard from Belgium; Drs M. M. 
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Black, S. S. Bleehen, R. A. J. Eady, K. 
Henry, M. Hutt, I. Kramer, D. M. 
MacDonald, D. H. MeGibbon, R. A. 
Marsden, T. J. Ryan, N. P. Smith, and 
E. Wilson Jones from England; Dr D. 
H. Saurat from France; Drs O. Braun- 
Faleo, G. Burg, L. Leder, G. Plewig, 
and H. Wolff from Germany; Dr R. 
Caputo from Italy; Dr J. Sanchez from 
Puerto Rico; Drs J. A. A. Hunter and 
R. M. Mackie from Scotland; Dr J. M. 
Mascaro from Spain; and Drs A. Ber- 
nard Ackerman, M. Chalet, W. H. 
Clark, Jr, J. Grant, J. H. Headington, 
E. Heilman, R. Jones, W. F. Lever, J. 
Maize, M. Mihm, J. Patterson, H. Pin- 
kus, A. Ragaz, A. M. Rywlin, T. Wade, 
C. White, and R. K. Winkelmann from 
the United States. All inquiries should 
be addressed to Dr E. Wilson Jones, 
Department of Histopathology, St 
John's Hospital, Lisle Street, Leices- 
ter Square, London. 


Advanced Study Program.—An ad- 
vanced study program (workshops and 
seminars) entitled "Molecular Basis of 
Dermatologie Disorders" under the 
sponsorship of the North Atlantic 
Treaty Organization (NATO) Ad- 
vanced Study Institutes (ASI) Pro- 
gram will be held Sept 15-24, 1980, at 
Corfu, Greece. For participation and 
further information, write to Dr M. A. 
Pathak, Director NATO ASI Derma- 
tology Program, Massachusetts Gen- 
eral Hospital, Department of Derma- 
tology, Boston, MA 02114. 


Course in Dermatology.— This course is 
oriented primarily to dermatologists 
involved in patient care and will be 
held in Maui, Hawaii, Feb 6-11, 1981. 
This postgraduate course is sponsored 
by the Northwestern University (Chi- 
cago), Cleveland Clinie, and Universi- 
ty of California (San Francisco) 
Departments of Dermatology. Speak- 
ers include the faculty of these depart- 
ments and numerous guest faculty. A 
postconvention seminar will follow in 
Tahiti. For registration information 
and a preliminary program, write 
Department of Dermatology, North- 
western University Medical School, 
303 E Chicago Ave, Chicago, IL 
60611. 


Dermatology Cruise.-The second 
postgraduate course on "Common 
Dermatologic Problems" will be con- 
ducted from Aug 26-Sept 8, 1981. It 
will be held aboard one of the most 
outstanding cruise ships sailing (the 
Royal Viking Line, Greek Isle-Black 
Sea). There will be lectures accredited 
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for 40 hours of category 1 continuing 
medical education credit approved by 
the American Academy of Dermatolo- 
gy, Ine, and the American Medical 
Association. We will also visit the 
dermatology departments of Greece 
and Turkey. The co-directors are Hen- 
ry H. Roenigk, Jr, MD, Northwestern 
University Medical School, Chicago, 
and Howard I. Maibach, MD, Univer- 
sity of California at San Francisco. 
The faculty will consist of William F. 
Schorr, MD, Marshfield Clinie, Marsh- 
field, Wis; Constantin E. Orfanos, 
MD, University of Berlin; Norman 
Goldstein, MD, University of Hawaii, 
Honolulu; S. William Levy, MD, and 
Wayne Wrights, MD, University of 
California at San Francisco. 

The registration fee for the course 
is $300. Cabins per person are $2,197 to 
$2,782. 

For further information, contact 
Henry H. Roenigk, Jr, MD, Depart- 
ment of Dermatology, Northwestern 
University Medical School, 303 E Chi- 
cago Ave, Chicago, IL 60611. 


Scholarship Program for Dermato- 
logic Surgery.-The American Society 
for Dermatologie Surgery announces 
its sixth annual scholarship program 
to emphasize the scope and impor- 
tance of surgery in dermatology and 
to disseminate surgical knowledge 
and training in this specialty. A num- 
ber of grants will be awarded to 
defray some or all of the expenses of 
such training. Applieants must be 
either (1) in an approved dermatology 
residency training program and finish 
the surgical elective at least six 
months before the completion of the 
residency; (2) a full-time faculty mem- 
ber in an approved dermatology pro- 
gram; or (3) actively involved in a 
dermatology training program in 
some other capacity. Surgical training 
in teaching institutions and private 
practices is acceptable. Other pro- 
posals for obtaining training sug- 
gested by the candidates will be con- 
sidered. 

Applications, subject to the approv- 
al of the training director, should be 
submitted by Oct 25, 1980. 

Scholarship awards will be selected 
at the American Society for Dermato- 
logic Surgery meeting at the Ameri- 
can Aeademy of Dermatology in 
December. 

For further information and appli- 
cations, write to Edward-&-Krull, MD, 
Chairman, ASDS Séhelàrsliifj^ Com- 
mittee, Henry Ford Hospital=Dérma- 
tology, 2799 W Grand Blvd, Détroit, 
MI 48202. | 
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Now a product of 
DERMATOLOGICAL DIVISION 
ORTHO PHARMACEUTICAL 

CORPORATION 

Raritan, New Jersey 08869 


a fohmonsfohmon Company 


GRIFULVIN V 


(GRISEOFULVIN MICROSIZE) 


The only griseofulvin available in 
both Tablets: 125mg., 250 mg. and 500 mg. 
and Suspension: 125 mg./5 ml. 
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Physicians were practicing 
antibacterial therapy long 
before bacteria were discovered. 


More than 2,500 years ago, Chinese physicians applied poultices of moldy soybean 
curd to boils, carbuncles, and other infections of the skin and soft tissues. Like many other 
plant and soil substances used by ancient peoples, the poultices probably were a source 


of antibiotic-forming molds and bacteria. 






Brief Summary of Prescribing Information 
TEGOPEN® 
(cloxacillin sodium) 
Capsules and Oral Solution 
For complete information, consult Official Package Circular. 
Ier h INDICATIONS: 

Although the principal indication for cloxacillin sodium is in the treatment of infections due to 
TU nane producing staphylococci, it may be used to initiate therapy in such patients in 
whom a staphylococcal infection is suspected. (See Important Note below.) 

Bacteriologic studies to determine the causative organisms and their sensitivity to cloxacillin 
sodium should be performed. 
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IMPORTANT NOTE 

When it is judged necessary that treatment be initiated before definitive culture and sensitivity 
results are known, the choice of cloxacillin sodium should take into consideration the fact that it 
has been shown to be effective only in the treatment of infections caused by pneumococci, 
Group A beta-hemolytic streptococci, and. penicillin G-resistant and penicillin G-sensitive 
staphylococci. If the bacteriology report lafer indicates the infection is due to an organism other 
than a penicillin G-resistant staphylococcus sensitive to cloxacillin sodium, the physician is 
advised to continue therapy with a drug other than cloxacillin sodium or any other penicillinase- 
resistant semi-synthetic penicillin. 
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Recent studies have reported that the percentage of staphylococcal isolates resistant to 
penicillin G outside the hospital is increasing, approximating the high percentage of resistant 
staphylococcal isolates found in the hospital. For this reason, it is recommended that a 

enicillinase-resistant penicillin be used as initial therapy for any suspected staphylococcal 
infection until culture and sensitivity results are known. 

Cloxacillin sodium is a compound that acts through a mechanism similar to that of methicillin 
against penicillin G-resistant staphylococci. Strains of staphylococci resistant to methicillin 
have existed in nature and it is known that the number of these strains reported has been 
increasing. Such strains of staphylococci have been capable of producing serious disease, in 
some instances resulting in fatality. Because of this, there is concern that widespread use of the 
penicillinase-resistant penicillins may result in the appearance of an increasing number of 
staphylococcal strains which are resistant to these penicillins. 

ethicillin-resistant strains are almost always resistant to all other penicillinase-resistant 
pach as (cross-resistance with cephalosporin derivatives also occurs frequently). 
esistance to any penicillinase-resistant gens should be interpreted as evidence of clinical 
resistance to all, in spite of the fact that minor variations in in vitro sensitivity may be 
encountered when more than one penicillinase-resistant penicillin is tested against the same 
strain of staphylococcus. 


CONTRAINDICATIONS: 


A history of a previous hypersensitivity reaction to any of the penicillins is a contraindication. | 





(cloxacillin sodium) E 
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Now: Tegopen 


(cloxacillin sodium) 


Tegopen is a specific for * IMPETIGO * FURUNCULOSIS 
staph infections of the skin — . SECONDARILY INFECTED and CARBUNCLES 
and skin structures such as: DERMATITIS * CELLULITIS 





COMPARE... The relative activity of Tegopen (cloxacillin sodium) E 
and other antibiotics against staph. 


ái 







F Antibiotic Activity Chart! 4 

Penicillinase-producing Staph Nonpenicillinase-producing è 

Tegopen E 
(cloxacillin sodium) Active against more than 98% of staph? 1 


penicillins si Not Active. 








=| 

| 

7 

aa 

1. The clinical significance of the in vitro data in this chart is unknown. 2. Bac-Data Bacteriologic Report, Professional Market Research, | 
1970-1973. 3. Ross S, Rodriguez W, Controni G, et al: Staphylococcal susceptibility to penicillin G. JAMA 229:1075-1077, 1974. 4. Bac-Data = 
Bacteriologic Report, Professional Market Research, 1978-1979. 5. Manufacturers’ Data 1979. | 
6. Special Note: Based on Manufacturer's 1979 recommended prices cefacior is significantly more expensive than Tegopen. j | 
] 
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Te '-Today’s Penicillin-f Today’s Physici i 
egopen ays renicillin-for lodavs Siclan — 


|| 
WARNING: 
Serious and occasionally fatal hypersensitivity (anaphylactoid) reactions have been reported Stools, have been noted by some patients. Mildly elevated SGOT levels (less than 100 units) have F 
in patients on penicillin therapy. Although ben ad is more frequent following parenteral been reported in a few patients for whom pretherapeutic determinations were not made. Skin | 
therapy it has occurred in patients on oral penicillins, These reactions are more apt to occur in rashes and allergic symptoms, including wheezing and sneezing, have occasionally been | 
individuals with a eee of sensitivity to multiple allergens. encountered. Eosinophilia, with or without overt all ergic manifestations, has been noted in | 
There have been well documented reports of individuals with a history of penicillin some patients during therapy. | 
hypersensitivity reactions who have experienced severe hypersensitivity reactions when USUAL DOSAGE: 
treated with a cephalosporin. Before therapy with a penicillin, careful inquiry should be made Adults: 250 mg. q.6h. 


piling Previous hypersensitivity reactions to penicillins, cephalosporins, and other 


‘ Children: 50 mg./Kg./day in equally divided doses q.6h. Children weighing more than 20 Kg. 

allergens. If an allergic reaction occurs, the drug should be discontinued and the patient treated should be gu the adult dose. Administer on em stomach for maximum absorption. 
with the usual agents, e.g., pressor amines, antihistamines, and corticosteroids. N.B.: INFECTIONS CAUSED BY GROUP A BETA-HEMOLYTIC STREPTOCOCCI SHOULD BE 
Safety for use in pregnancy has not been established. TREATED FOR AT LEAST 10 DAYS TO HELP PREVENT THE OCCURRENCE OF ACUTE RHEUMATIC 


PRECAUTIONS: FEVER OR ACUTE GLOMERULONEPHRITIS. 
The possibility of the occurrence of superinfections with mycotic organisms or cther pathogens PPLIED: | 


SU 

should be kept in mind when using this compound, as with other antibiotics. If superinfection Capsules—250 mg. in bottles of 100. 500 mg. in bottles of 100* 

accurs during therapy, appropriate measures should be taken. f Oral Solution—125 mg./5 mi. in 100 ml. and 200 ml. bottles. 
As with any potent drug, periodic assessment of organ system function, including renal, e. 


hepatic, and hematopoietic, should be made during long-term therapy. Bristol Laboratories 
RE oh Opa ADVERSE ps Sg i BRISTOL® Division of Bristol-Myers Company 
Gastrointestinal disturbances, such as nausea, epigastric discomfort, flatulence, and loose Syracuse, New York 13201 
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Unlike all other sunglass lenses, NolR chemically 
comforts and protects the eye with a complex sys- 
tem of infrared and ultraviolet absorbers. 


Ninety-eight percent infrared and total ultraviolet 
are absorbed by the NoIR lenses. This selective 
transmission of light enhances vision and comfort as 
the eye receives only low levels of visible light 
necessary for vision. 


Clinical success with post-operative cataract, retinitis 
pigmentosa, macula degeneration, achromatopia, and 
albino patients is frequently achieved. 


Recreational Innovations Company PO Box 159/6155 Pontiac Trail 





Veterans Administration Medical Center—Uni- 
versity Faculty Position in Dermatology—The 
Department of Dermatology, University of Michigan Medi- 
cal School is searching for a board eligible/certified 
dermatologist for the newly established Dermatology Ser- 
vice at the Ann Arbor Veterans Administration Medical 
Center. This person will divide his/her time between the 
Ann Arbor VAMC and the University of Michigan Medical 
School. A strong research inclination is preferred (75% 
time will be devoted to research) with some post-M.D. 
training in laboratory investigation desirable.* Included in 
the 25% clinical effort will be a negotiable mix of the 
following: supervision of dermatology residents in the 
outpatient and inpatient services at the VA; medical 
student teaching; participation in the private practice plan 
of the Department of Dermatology at the University of 
Michigan Medical School. Title and salary are negotiable, 
and the position is available in July, 1980. Address 
applications, including curriculum vitae, to Dr. John J. 
Voorhees, Department of Dermatology, University of Michi- 
gan Medical School, Room C-2064 Outpatient Building, Ann 
Arbor, Michigan 48109 (a non-discriminatory/Affirmative 
Action employer). 


A substantial starter grant for up to 3 years is available until the 
new person is able to obtain outside research support. 





Protect your PUVA patients from Ultraviolet, 
Infra Red and intense visible light. 
Available in eye cups for close protection. 


The Absorber 


NoIR is a plano lens available in amber and grey- 
green with transmissions of total light ranging from 
196 to 18%. 

The 100 series is de- 

signed to fit over 

corrective spectacles 

(notably  cataract) 

to provide maxi- 

mum protection, 

physically as well as 

chemically. 


NoIR signifies "NO 
Infrared” 


South Lyon, Michigan 48178 313-769-5565 





For the part-time occupational physician... 





An invaluable 











quick reference 
guide to 
occupational 


dermatoses 


The AMA's new guide, 
Occupational Dermatoses 
is an invaluable aid for 
physicians working part- 
time in occupational health 
programs. 

It provides a ready 
reference for specific in- 
formation on the causes, 
diagnosis, prevention, and 
treatment of occupational 
skin diseases. It also 
discusses management of 
prolonged and recurrent 
dermatoses, medico-legal 
aspects, and provides 
extensive references. 

To order your copy 
($1 ea.) of Occupational 
Dermatoses, OP-108, write: 
Order Dept., AMA, P.O. Box. 
821, Monroe, WI 53566. 
Allow 4-5 weeks for 
delivery. 


OCCUPATIONAL DERMATOSES 











A microbicidal aid in topical therapy of acne vulgaris 


® 


mum Helps prevent spread of infection from acne lesions. 


mus Cleanses face, back and shoulders thoroughly and gently 
with a rich golden lather. 


ame: Haly nonirritating to skin and mucosa, with no essential 
change in the skin acid mantle*—nonstaining to skin and natural 
fabrics. (In the rare instance of local irritation or sensitivity, 
discontinue use by the individual.) 


mam May be employed as adjunctive topical treatment for the 
control of acne vulgaris.* * 


Purdue Frederick 
©Copyright 1980, The Purdue Frederick Company/Norwalk, CT 06856 
A9776 224980 


*Hudson, A.L.: Clin Trials J 1:23, 1973 
**Millikan, L.E.: Cutis 17:394 (Feb.) 1976. 
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Looking for a physician? 


Here’s how to quickly 
find the perfect fit 
for your position. 


If you’re looking for a physician with a specific specialty, the new 
AMA Physician Placement Register is the best source of informa- 
tion on the physicians available. Published quarterly by the AMA 
Physicians’ Placement Service, the Register is the only com- 
prehensive national listing of physicians seeking new practice 
opportunities. 


Fast turnaround! The Register is mailed within 24 hours of 
receipt of your request. After receiving your selections of the 
physicians on whom you want further information, full-page com- 
puter printouts on each physician will be sent to you within ten 
days. 


New AMA Opportunity Placement Register. As an adjunct to the 
Physician Register, a coded synopsis of your opportunity will be 
included in a companion Opportunity Register. Physicians seek- 
ing relocation use this Register the same way you use yours, pro- 
viding you with important additional exposure. 


Send for your Register today! 





PHYSICIAN PLACEMENT REGISTER 


AMA Physicians’ Placement Service 
American Medical Association 
535 N. Dearborn/Chicago, IL 60610 


physician. Please send me the new AMA 
PHYSICIAN PLACEMENT REGISTER, 
along with the registration form. 





i 
| 
| 
| 
| 
| 
M | am seeking the services of a 
| 
| 
| 
| 





| Organization 


i Address 


| City/State/Zip 





| OPPORTUNITY PLACEMENT REGISTER 


AMA Physicians’ Placement Service 
| American Medical Association 
535 N. Dearborn/Chicago, IL 60610 — 


| 

| 

| 

| 

| 

| | 

| YES, ! am interested in a new practice | 

| opportunity. Please send me the new | 

| AMA OPPORTUNITY PLACEMENT | 
REGISTER, along with the registration 

form. | 

| 

| 

| 

| 

| 

| 

| 





| Address 
| 


City/State/Zip 


There are times when your. 
acne patients can't take a tetracycline 
unless it's 


MINOCIN 


MINOCYCLINE HCI 
Because MINOCIN fits a teenager's life-style. 





MINOCIN® MINOCYCLINE HCI 


Oral and Intravenous Brief Summary 

Indications: For the treatment of susceptible gram-positive and 
gram-negative organisms. For full list of approved indications 
consult labeling. 

Contraindications: Hypersensitivity to any tetracycline 
Warnings: In the presence of renal dysfunction, intravenous 
use, particularly in pregnancy, in daily doses exceeding 2 
grams has been associated with deaths through liver failure 
When need for intensive treatment outweighs potential 
dangers, perform renal and liver function tests before and 
during therapy; also follow serum concentrations. In renal 
impairment, usual doses may lead to excessive accumulation 
and liver toxicity, Under such conditions, use lower total 
doses, and, in prolonged therapy, determine serum levels. 
This hazard is of particular importance in parenteral use in 
pregnant or postpartum patients with pyelonephritis. In such 
cases, the blood level should not exceed 15 mcgm/ml and 
liver function tests should be made at frequent intervals. Do 
not prescribe other potentially hepatotoxic drugs 
concomitantly. THE USE OF TETRACYCLINES DURING 
TOOTH DEVELOPMENT (LAST HALF OF PREGNANCY, 
INFANCY AND CHILDHOOD TO THE AGE OF 8 YEARS) MAY 
CAUSE PERMANENT DISCOLORATION OF THE TEETH 
(YELLOW-GRAY-BROWN). This is more common during 
long-term use but has been observed following repeated 
short-term courses. Enamel hypoplasia has also been 
reported. TETRACYCLINES, THEREFORE, SHOULD NOT BE 
USED IN THIS AGE GROUP UNLESS OTHER DRUGS ARE 
NOT LIKELY TO BE EFFECTIVE OR ARE CONTRAIN 

DICATED. Photosensitivity, manifested by an exaggerated 
sunburn reaction, has been observed in some individuals 
taking tetracyclines. Advise patients apt to be exposed to 
direct sunlight or ultraviolet light that such reaction can 
occur, and discontinue treatment at first evidence of skin 
erythema. Studies to date indicate that photosensitivity IS 
rarely reported with MINOCIN Minocycline HCI. The 
antianabolic action of tetracycline may cause an increase in 
BUN. In patients with significantly impaired renal function, 
higher serum levels of tetracycline may lead to azotemia, 
hyperphosphatemia and acidosis. CNS side effects 





(lightheadedness, dizziness, vertigo) have been reported 
may disappear curing therapy, and always disappear rapidly 
when drug is discontinued. Caution patients who exoerience 
these symptoms about driving vehicles or using hazardous 


machinery while taking this drug. Pregnancy: In animal 
studies, tetracyclines cross the placenta, are found in fetal 
tissues, and can have toxic effects on the developing fetus 
(often related to retardation of skeletal development) 
Embryotoxicity has been noted in animals treated eerly in 
pregnancy. Newborns, infants and children: All tetracyclines 
form a stable calcium complex in any bone-forming tissue 
Prematures, given oral doses of 25 mg/kg every 6 hours, 
demonstrated a decrease in fibula growth rate, reversible 
when drug was discontinued. Tetracyclines are present in the 
milk of lactating women who are taking a drug of this class 
Precautions: Use may result in overgrowth of nonsusceptible 
organisms, including fungi. If superinfection occurs, 
discontinue and institute appropriate therapy. In venereal 
diseases, when coexistent syphilis is suspected, darkfield 
examination should be done before treatment is started and 
blood serology repeated monthly for at least four months. 
Patients on anticoagulant therapy may require downward 
adjustment of such dosage. Test for organ system dysfunction 
(e.g., renal, hepatic and hemopoietic) in long-term use Treat 
all Group A beta-hemolytic streptococcal infections for at 
least 10 days. Avoid giving tetracycline in conjunction with 
penicillin 

Adverse Reactions: Gl: (with both oral and parenteral use) 
anorexia, nausea, vomiting, diarrhea, glossitis, dysphagia, 
enterocolitis, inflammatory lesions (with rnonilial overgrowth) 
in anogenital region. Skin: maculopapular and erythematous 
rashes. Exfoliative dermatitis (uncommon). Photosensitivity IS 
discussed above ("Warnings"). Pigmentation of the skin and 
mucous membranes has been reported. Renal toxicity: rise in 
BUN, dose-related (see "Warnings"). Hypersensitivity reactions: 
urticaria, angioneurotic edema, anaphylaxis, anaphylactoid 
purpura, pericarditis, exacerbation of systemic lupus 
erythematosus. In young infants, bulging fontanels have been 
reported following full therapeutic dosage, disappearing 
rapidly when drug was discontinued. Blood: hemolytic 
anemia, thrombocytopenia, neutropenia, eosinophilia. CNS: 
(see "Warnings"). When given in high doses, tetracyclines 
may produce brown-black microscopic discoloration of 
thyroid glands; no abnormalities of thyroid function studies 
are known to occur. 

NOTE: Rapid administration is to be avoided. Parenteral 
therapy is indicated only when oral therapy is not adequate or 
tolerated. Oral therapy should be instituted as soon as 
possible. If intravenous therapy is given over prolonged 
periods of time, thrombophlebitis may result 

Concomitant therapy: Antacids containing aluminum, calcium, 
or magnesium impair absorption; do not give to patients 
taking oral minocycline. Studies to date indicate that 
absorption of MINOCIN is not notably influenced by foods 
and dairy products. id 


LEDERLE LABORATORIES j 
ZD A Division of American Cyanamid Company 
Wayne, New Jersey 07470 
053-9R 










MINOCIN 
maintains 
blood serum 
levels... 
with food 
or without. 


O - CO wo 


SERUM CONCENTRATION AFTER SINGLE 100 MG ORAL DOSE. 
w 


TIME 


Data on file, Lederle Laboratories, Pearl River, New York 


When you've chosen a tetracycline for your 

acne vulgaris patients... 

choose the tetracycline they can take with food. 
MINOCIN WINOCYCLINE HCI 


e works round the clock, regardless of your patient's 
eating habits 


e it's easy for teenagers to remember their MINOCIN twice a day 


e in case after case, MINOCIN has reduced the number 
and severity of lesions 


e your patients can go to the beach or play in the snow: 
photosensitivity is rarely reported with MINOCIN 






- «4 tor the care of dry, 
| or premature aging 


or wrinkled ski. 






DISTRIBUTOR IN CANADA 
TRANS-CANADA DERMAPEUTICS LTD., MONTREAL H4R1E3, QUEBE 
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| This patient has multiple solar 
keratotic lesions over a broad area 
of the forehead. Surgical excision 
of so many lesions would be ex- 
pensive and likely to cause scar- 
ring. Topical Efudex (fluorouracil/ 
Roche), on the other hand, treats 
multiple lesions both effectively 
and economically with little or no 
scarring. ` 





2 This patient has multiple solar 
keratotic lesions in an area where 
the skin is tight and lacks sufficient 
depth for easy excision or accept- 
able cosmetic results. Topical 
therapy with Efudex is a logical 
choice for such lesions; it leaves 
little or no scarring and usually re- 
stores the skin to its normal soft- 
ness, texture and color. 


Patients 
with solar 
keratotic lesions 








3 This patient is presenting with an 
isolated solar keratotic lesion. In 
many such cases, there is a high 
probability of surrounding—but 
undetectable—subclinical le- 
sions. Topical therapy with Efudex 
uncovers and destroys surround- 
ing lesions with little or no effect on 
normal skin. 


reasons 


for using 
Efudex luorouracil/RocHE) 





3 







i Multiple lesions 
:2 Difficult sites 


:3 Surrounding 
subclinical lesions 


Efudex produces a predictable : : 
sequence of response— including Twice daily for 2 to 4 weeks 


idein ain cue 40 Uh Effective topical therapy for solar keratosis 
and epithelization. Patients should 


be thoroughly advised about the CO, Cran 
normal and temporary inflamma- © i ran 
tory response during therapy, and u ex S l dd 

instructed to apply Efudex with solutions _ 


care near the eyes, nose and fl il 
mouth. Final results are usually ( uorouraci ROCHE; 
gratifying to both physician and A 


patient. Please see next page for summary of product information 


k 
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Efudex 


(fluorouracil/rocHe) 


Before prescribing, please consult com- 
plete product information, a summary of 
which follows: 

Indications: Multiple actinic or solar ker- 
atoses. In 5% strength, superficial basal 
cell carcinoma when conventional meth- 
ods are impractical, such as with multiple 
lesions or difficult treatment sites. Establish 
diagnosis before treating, as this method 
has not been proven effective in other types 
of basal cell carcinomas. Conventional 
techniques preferred for isolated, easily 
accessible lesions, as success rate is 
nearly 100%. Success rate with Efudex is 
about 93% 

Contraindications: Patients with known 
hypersensitivity to any of its components. 
Warnings: |f occlusive dressing is used, 
may increase inflammatory reactions in ad- 
jacent normal skin. Avoid prolonged ex- 
posure to ultraviolet rays. Safe use in 
pregnancy not established. 

Precautions: |f applied with fingers, wash 
hands immediately. Apply with care near 
eyes, nose and mouth. Solar keratoses fail- 
ing to respond should be biopsied. Warn 
patients that treated area may be unsightly 
during therapy and sometimes for several 
weeks after. Perform follow-up biopsies in 
superficial basal cell carcinoma. 

Adverse Reactions: Local—pain, pruritus, 
hyperpigmentation and burning at applica- 
tion site most frequent; also dermatitis, 
scarring, soreness, tenderness, suppura- 
tion, scaling and swelling. Also reported- 
insomnia, stomatitis, irritability, medicinal 
taste, photosensitivity, lacrimation, telan- 
giectasia, leukocytosis, thrombocyto- 
penia, toxic granulation and eosinophilia 
Dosage and Administration: When 
Efudex is applied erythema occurs, then 
vesiculation, erosion, ulceration, necrosis, 
epithelization. Actinic or solar keratosis— 
apply sufficient quantity to cover lesions, 
twice daily. Usual length of therapy is 2 to 4 
weeks. Superficial basal cell carcinomas— 
apply sufficient quantity (only 5% strength 
recommended) to cover lesions, twice 
daily. Continue treatment for at least 3 to 6 
weeks, but possibly as long as 10 to 12 
How Supplied: Solution, 10-mi drop dis- 
pensers containing 2% or 5% fluorouracil 
on a weight/weight basis. Cream, 25-Gm 
tubes containing 5% fluorouracil in a van- 
ishing cream base 


ROCHE LABORATORIES 
Division of Hoffmann-La Roche Inc 
(4 Nutley, New Jersey 07110 s 








Join hands 
with your colleagues 
around the world... 


to improve 
health care 
for the people 
of all nations 


When you join the World Medical Association, you join thousands of 
your colleagues around the world in supporting these worthy goals: 


To serve humanity by endeavoring to achieve the highest inter- 
national standards in medical education, medical science, medical 
ethics, and health care for all peoples of the world. 


The International Voice of Medicine 

The WMA is medicine's international representative and advocate, pro- 
tecting and fostering the rights and interests of physicians and people 
of all nations. Through its declarations on human torture, pollution, 
medical ethics, and other critical issues, the WMA provides guidelines 
for national medical associations and governments world-wide. 


An Activist Role 
The WMA is engaged in a broad range of programs, such as medical 
education, socio-medical affairs, primary health care, and environmental 
health, through which it seeks to raise the standards of health care 
around the world. 


WMA Needs Your Support 
It is your international professional organization; it deserves your sup- 
port. Send for complete information today! 


Join the World Medical Association 

World Medical Association 

North American Region 

536 North State Street 

Chicago, IL 60610 

YES, | want to support the World Medical Associa- 
tion. Please send complete information and a 


membership application. (According to WMA bylaws, only 
physicians are eligible for membership.) 


Name 





Please Print 


Address 





City 





State/Zip 
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(Malassezia furfur infection) 


SPECIFIC 
souicnT INVE 


Specific diagnosis requires specific therapy. If the 
diagnosis is Malassezia furfur infection, Tinver Lotion, the 
specific for tinea versicolor, is indicated. 


Not just antifungal. 

Unlike some broad spectrum antifungals which may 
only inhibit Malassezia furfur growth, Tinver combines the 
desquamating action of salicylic acid with sodium thio- 
sulfate to actually eliminate tunneling fungi. 


Specific treatment costs less. 

Tinver application is a cost-effective treatment method, 
as well. Total tinea control typically requires repeated 
applications of medication. However, a Tinver prescription 
— costing up to 10 times less than broad spectrum 
antifungals — can result in significant patient savings. 


Recommended treatment. 

Tinver is more than just "acceptable therapy.” Selenium 
sulfide shampoos are not indicated for tinea. The specific 
Tinver formulation, however, is cited in Andrews' Diseases 
of the Skin as having "proved to be excellent” in the 
control of tinea versicolor. 


'Domonkcs AN: Andrews’ Diseases of the Skin, 6th ed., WB. Saunders. Philadelphia, 1974 
©1979 BARNES-HIND PHARMACEUTICALS, INC. 


* LOTION 








PROBLEM | INEA ERSICOLOR 


(Sodium thiosulfate 25%, 
salicylic acid 1%) 


Description: Sodium 
thiosulfate 25%, salicylic 
acid 1%, isopropyl alcohol 
1096, propylene glycol, men 
thol, edetate disodium 
colloidal alumina, and 
purified water. 


Indications: For topical 
use in the treatment of 
tinea versicolor (Malas- 
sezia furfur infection) 


Precautions: If signs of irri- 
tation or sensitivity develop, 
discontinue use. Do not 

use on or about the eyes. 


Administration: Thoroughly 
wash, rinse and dry the 
affected areas before 
application of medication. 
Apply a thin film of lotion 
lo all affected areas and 
other susceptible areas 
twice a day. Although 
diagnostic evidence of the 
disease may disappear in 
a few days, it is advisable 
to continue treatment for 

a much longer period 
Clothing should be boiled 
to prevent reinfection 

How Supplied: 6 fl. oz 
plastic dispenser bottles 
Caution: U.S. Federal law 
prohibits dispensing 
without prescription 
BARNES-HIND PHARMACEUTICALS, INC 
895 Kifer Road, Sunnyvale California 94086 


OF THE HUMAN TERRAIN ON BARNES-HIND 
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Jalcinonide Cream 


with Emollient Base 
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C] elegant emollient base 

[.] proven efficacy of halcinonide 

C] particularly useful in common 
corticosteroid-responsive dermatoses 


atopic, eczematous, contact dermatitis /neurodermatitis 

















Overall Results in a Clinical Trial* 


L 96.7% overall improvement in atopic l 
L 100% overall improvement in neurodermatitis — 


E ERA i 


A 
c 
























m 
C 98% overall improvement in eczematous À 
: $ sf 
L 87.5% overall improvement in contact * 
ni No. of Percent Improved* a 
Patients Excellent Good Fair —— 
Atopic 31 58.1 35.5 3.2 
Neurodermatitis 10 70.0 20.0 10.0 
Eczematous 51 52.9 33.3 11.8 
Contact 8 25.0 375 25.0 











TOTALS 100 54.0% 33.0% 


“Data on file at Squibb Institute for Medical Research. 


New derm Cre 
Halcinonide Cream 0.1% 
with Emollient Base 

See following page for full prescribing information. 

















alcider 





with Emollient Base 


(J elegant oil-in-water base—hydrates like 
an ointment; less drying than many creams 
(1 100% in solution—places the steroid at 

lesion site for optimal penetration _ 

C interrupts the inflammatory process and 
ipidly relieves pruritus 


* 


ream QO)” 


alcinonide Cream 01% 


The one to choose for most steroid-responsive dermatoses 













C self-preserved in propylene glycol—no. 
known potentially sensitizing preservatives 


C non-greasy, non-staining base vanishes 
promptly—enhances patient acceptance 


G available in 15g, 30g, 60g tubes 


































ALCIDERM® CREAM 0.1% 
alcinonide Cream 0.1% 
DESCRIPTION 
Jalciderm Cream (Halcinonide Cream 0.1%) contains the active syn- 
orticosteroid halcinonide. Chemically, halcinonide is (118, 
Chioro-9-fluoro-11-hydroxy-16, 17-[(1-methylethylidene) 
xy) ]pregn -4-erie:3, 20-dione. 
Each gram of Halciderm Cream 0.196 contains 1 mg halcinonide 
f rophilic vanishing cream base consisting of propylene glycol, 
imelhicone 350, castor oil, cetearyl alcohol (and) ceteareth-20, pro- 
glycol stearate, white petrolatum, and purified water. This for- 
ulation is water-washable; greaseless, and nonstaining, with 
oisturizing and emollient properties. | 


AC s l 
alciderm Cream (Halcinonide Cream 0.1%) is primarily effective be- 
use of its anti-inflammatory, antipruritic, and vasoconstrictive actions. 


DICATIONS 
Halciderm Cream (Halcinonide Cream 0.1%) is indicated for relief of 
the inflammatory manifestations of corticosteroid-responsive 
dermatoses, 
CONTRAINDICATIO 
Topical steroids are contraindicated in those patients with a history of 
hypersensitivity to any of the components of the cream. 
PRECAUTIONS 
"General pi ; 
If irritation develops, the product should be discontinued and appropri- 
“ate therapy instituted, A 
n the presence of an infection, the use of an appropriate antifun- 
or antibacterial agent should be instituted. If a favorable response 
; not occur promptly, the corticosteroid should be discontinued until 
‘the infection has been adequately controlled. 
"Tf exterisive areas are treated or if the occlusive technique is used, 
there will be increased systemic absorption of the corticosteroid and 
Wim precautions should be taken, particularly in children and 
infants. | 
i This preparation is not for ophthalmic use. 
Usage in Pregnancy ; 
Although topical steroids have not been reported to have an adverse 
effect on human pregnancy, the safety of their use in pregnant women 
has not been absolutely established. In laboratory animals, increases in 
incidence of fetal abnormalities have been associated with exposure of 
gestating females to topical corticosteroids, in some cases at rather low 
dosage levels. Therefore, drugs of this class should not be used exten- 
sively on pregnant patients, in large amounts, or for prolonged periods 
of time. oe 
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Occlusive Dressing Technique 
The use of occlusive dressing increases the percutaneous absorption of 
corticosteroids. For patients with extensive lesions it may be preferable 
to use a sequential approach, occluding one portion of the body at a 
time. The patient should be kept under close observation if treated with 
the occlusive technique over large areas and over a considerable period 
of time. Occasionally, a patient who has been on prolonged therapy, 
especially occlusive therapy, may develop symptoms of steroid with- 
drawal when the medication is stopped. Thermal homeostasis may be 
impaired if large areas of the body are covered. Use ofthe occlusive 
dressing should be discontinued if elevation of the body temperature 
occurs. Occasionally, a patient may develop a sensitivity reaction to a 
particular occlusive dressing material or adhesive anda substitute mate- 
rial may be necessary. 
If infection develops, discontinue the use of the occlusive dressing 

and institute appropriate antimicrobial therapy. 

ADVERSE REACTIONS : 

The following local adverse reactions have been reported with topical 
corticosteroids, especially under occlusive dressings: burning sensa- 
tions, itching, irritation, dryness, folliculitis, hypertrichosis, acneform 
eruptions, hypopigmentation, perioral dermatitis, allergic contact der- 
matitis, maceration of the skin, secondary infection, skin atrophy, striae, 
and miliaria. 

DOSAGE AND ADMINISTRATION 

Apply Halciderm Cream (Halcinonide Cream 0.1%) to the affected 
area three times daily. Rubin gently. = 

Occlusive Dressing Technique RAO 

Particularly resistant lesions of chronic dermatoses such as psoriasis and. 
neurodermatitis may require the use of Halciderm Cream (Halcinonide + 
Cream 0.1%) under occlusive dressings. Gently rub a small amount of 
the cream into the lesion until it disappears. Reapply the preparation - 
leaving a thin coating on the lesion and cover with a pliable nonporous 
film, The frequency of changing dressings is best determined on an 
individual basis. Good results have been obtained by applying halcin- 
onide cream under an occlusive dressing in the evening and removing 
the dressing in the morning (i.e., 12-hour occlusion). When utilizing the 
12-hour occlusion regimen, additional halcinonide cream should be ap- 
plied, without occlusion, during the day. Reapplication is essential at 
‘each dressing change. 

0.1%) is supplied in 15g, 30g, and 60g tubes. (ii) 
Storage 


HOW SUPPLIED. 

Halciderm Cream 0.1% (Halcinonide Cream 

Store at room temperature; avoid freezing and S UIBB 
refrigeration. Q) " 





Ultra Protection 





sunblocking Lotion 





al 


The highest degree of sunburn protection available. 


SUPER SHADE 15 with Padimate 0 and oxybenzone is formulated for people who can 
tolerate little sun exposure. 


Ultra protection for highly sun-sensitive skin 

Prevents sunburning and tanning 

All-day protection against sunburn 

Provides protection in both the sunbum range 

(UVB) and the drug photosensitivity range 

(UVA) of ultraviolet light 

Cosmetically acceptable lotion base 

Virtually non-staining and non-stinging 

Contains no drying alcohol 

Contains no paraben preservatives 

Available in 4 oz. and new 8 oz. 
€ Resistant to wash off by swimming and perspiration 
@ For maximum protection, follow label directions. 


The Food and Drug Administration’s Advisory Panel on sunscreens has recommended a 
Sun Protection Factor of 15 as the highest allowable designation for sunscreen products 
under the proposed monograph. While the test results for SUPER SHADE show a higher Sun 
Protection Factor than 15, the product is labeled according to Proposed Monograph 
Claims for sunscreen products. 


Liberal and regular use of SUPER SHADE 15 may help reduce chances of skin cancer due to 
long-term overexposure to the sun. 


Your patients who require ultra sunbum protection will appreciate your recommendation 
of SUPER SHADE 15. 


Plough, Inc., Memphis, TN 38151 i (O 1980 Plough, Inc. 
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ontraindications: Hypersensitivity to any component 


recautions: If irritation develops, dis 
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Corticosteroid Creams 


CORDRAN'SP 
KENALOG’ 


KENALOG-H 


SYNEMOL 


inue use and institute 
appropriate -antifungal or 
a favorable response does not occur 
until the infection is 

aS are treated or the occlusive 
»mic absorption of the cortico- 
ecautions, particularly in children 


Humectants in 
Vehicle Base 


Safety of use in pregnancy has not been absolutely established. Do 
not use extensively, in large amounts, or for prolonged periods of 
time in pregnant patients 


Not for ophthalmic use. 


Adverse Reactions: (local) Burning, itching, irritation, dryness, fol- 
liculitis, hypertrichosis, acneform eruption and hypopigmentation, 
perioral dermatitis, allergic contact dermatitis, maceration of the 
skin, secondary infection, skin atrophy, striae, miliaria 


Compare the bases: 


H20 in Common Sensitizers 
Vehicle Base? in Vehicle Base? 


Sorbitol Solution USP 


Glycerin USP 
Lactic Acid 


Propylene Glycol 


Sorbitol Solution 
Propylene Glycol 


Propylene Glycol 


Propylene Glycol 


Propylene Glycol 


n (Oradell, N.J.: Me 


Cetyl Alcohol 
Propylene Glycol 


Propylene Glycol 
Sorbic Acid 


Propylene Glycol 


Methylparaben 
Propylene Glycol 
Propylparaben 


Cetyl Alcohol 
Propylene Glycol 
Steary! Alcohol 


Cetosteary! Alcohol 
4-chloro-m-cresol 


Cream 


(0.025%, 
0.1%, 0.5%) 


TRIAMCINOLONE ACETONIDE 


To get the ARISTOCORT A Cream base, remember to write the “A” 


D Lederte ) LEDERLE LABORATORIES, A Division of American Cyanamid Company, Wayne, New Jersey 07470 
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"THE ONLY WAY TO 
END THE EPIDEMIC 
IS OVER HER DEAD 


*- Kill the female itch mite (sarcoptes 


scabiei) and you've stopped the current 
scabies epidemic. Because when she 
burrows deep into the stratum corneum, 
she defies diagnosis and resists removal 
by surface-acting medications and 
cleansers. Her success has been making 
headlines around the country— with re- 
ports of scabies outbreaks in rural and 
suburban areas as well as in the cities. 

A quick and simple diagnosis. 
Scabies can mimic a number of der- 
matological conditions,'-? such as urticaria, furunculosis 
and dermatitis—as well as syphilis, with which it may 
coexist. But there's an almost foolproof way to recognize 
it. Even in the absence of the fierce nocturnal itching? and 
the lesion distribution characteristic of the disease 
(hands, wrists and elbows in 9 out of 10 cases),! a quick 
microscopic look can confirm your scabies diagnosis. 

To demonstrate the itch mite, look for an unscratched, 
inhabited burrow (wherever the patient says he itches at 
that very moment is a likely spot). Use a strong light, a 
magnifying glass and a surgical blade to which a drop of 
mineral oil is added. Scrape several sites. Transfer the 
material to a slide, cover and examine under low power 
magnification." ?'* (If you don't spot any parasites in egg, 
larvae or adult stages, look for their red fecal compac- 
tions. They can be just as diagnostic.) 

Kwell: penetrating action to kill mites, their eggs and 
larvae. Once you've found scabies, there's a positive way 
to eradicate it. Kwell (1% gamma benzene hexachloride) 
Lotion or Cream. It penetrates to reach the scabietic bur- 
rows, kill the female mites and, of course, the less tena- 
cious males, as well as their eggs and any larvae that may 
have hatched. In fact, Kwell works so consistently and 
well against scabies that it has been the most widely 
prescribed scabicide for three decades. 


Cream/Lotion 





Nearly 100% effective. The clinical 
record of Kwell has never been sur- 
passed by any other pediculicide. It is 
“nearly 100% effective,”’ and often 
works with a single application 
(a second or third application may be 
made at weekly intervals, if needed). 
Your patients will appreciate the low 
risk of sensitization and irritation.* 
And you will appreciate that Kwell 
works so predictably that it serves to 
confirm your diagnosis of scabies. 
Not many pharmaceutical preparations can match that 
record of dependability. 


CONTRAINDICATIONS: Kwell Cream and Lotion is contraindicated for 
individuals with known sensitivity to the product or any of its components 


WARNING: KWELL CREAM AND LOTION SHOULD BE USED WITH CAUTION 
ESPECIALLY ON INFANTS, CHILDREN, AND ON PREGNANT WOMEN. 
INDANE PENETRATES HUMAN SKIN AND HAS THE POTENTIAL FOR CNS 
TOXICITY. STUDIES INDICATE THAT POTENTIAL TOXIC EFFECTS OF 
TOPICALLY APPLIED LINDANE ARE GREATER IN THE YOUNG. Seizures have 
»een reported after the use of lindane but a cause and effect relationship has not 
been established 

Simultaneous application of creams, ointments, or oils may enhance the 
yercutaneous absorption of lindane 

PRECAUTIONS: If accidental ingestion occurs, prompt gastric lavage will rid the 
ody of large amounts of the toxicant. However, since oils favor absorption, 
saline cathartics for intestinal evacuation should be given rather than oil laxatives. 
f central nervous system manifestations occur, they can be antagonized by the 
administration of pentobarbital or phenobarbital 





f accidental contact with eyes occurs, flush with water. If irritation or 
sensitization occurs, discontinue use and contact a physician. 

ADVERSE REACTIONS: Eczematous eruptions due to irritation from this product 
have been reported. 

REFERENCES: 1. Patient Care 7:94, Nov. 1, 1973. 2. Stankler, L.: Practitioner 
210:803, June 1973. 3. Domonkos, A.N. (ed.): Andrews’ Diseases of the Skin: 
Clinical Dermatology, ed. 6, Philadelphia, W.B. Saunders Company, 1971, 

pp. 511-513. 4. Muller, G., et al: Arch. Dermatol. 107:70, Jan. 1973. 5, lames, 
B.H.E.: Br. Med. J. 1:178, Jan. 15, 1972. 6. Sollman, T.: A Manual of Pharma- 
cology, ed. 8, Philadelphia, W.B. Saunders Company, 1957. p. 178 

SEM courtesy of .M. Rower, M.D., Columbus, Ohio 
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Maybe his 
corticosteroid 
works... 


but will he 
“wear it to the 
office? 





The differences in efficacy among the various corticosteroid creams are difficult 

to assess. Getting patients to comply with the prescribed treatment schedule is 
often as critical to achieving desired results as is the potency of the active ingredient. 
For many patients, a corticosteroid cream must be cosmetically acceptable as well 

as effective. Emollient Cordran SP excels in this regard because it 





leaves no visible residue 





O occludes without being greasy 








C] soothes and softens irritated skin 


With Cordran SP, compliance is more likely 
because side effects are kept at a minimum 

as a result of the moderate, but nevertheless 
effective, dosage strength of its active ingredient. 
Emollient Cordran SP is available in two 
strengths—0.05 percent and 0.025 percent — 


that effectively treat most corticosteroid- emollient cream 


responsive dermatoses. A 30-gm tube 


of Cordran SP is the right size for most ® 
patients as well as the most economical. r E an 


flurandrenolide 


favors compliance 





See adjoining column for summary of prescribing information. 


Cordran® SP 


* flurandrenolide 


Brief Summary. Consult the package 
literature for prescribing information. 


Description: Cordran is a potent cortico- 
steroid intended for topical use. 

Each gmof Cream Cordran SP contains 
0.5 mg (0.05 percent) or 0.25 mg (0.025 
percent) flurandrenolide in an emulsified 
base composed of stearic acid, cetyl 
alcohol, mineral oil, polyoxyl 40 stearate, 
propylene glycol, sodium citrate, citric 
acid, and purified water 


Actions: Cordran is primarily effective 
because of its anti-inflammatory, antipru- 
ritic, and vasoconstrictive actions 


Indications: For relief of the inflammatory 
manifestations of corticosteroid- 
responsive dermatoses 


Contraindications: Topica! cortico- 
Steroids are contraindicated in patients 
with a history of hypersensitivity to any of 
the components of these preparations. 


Precautions: |f irritation develops, the 
product should be discontinued and ap- 
propriate therapy instituted 

In the presence of an infection, an 
appropriate antifungal or antibacterial 
agent should be used. If a favorable 
response does not occur promptly, the 
corticosteroid should be discontinued 
until the infection has been adequately 
controlled 

If extensive areas are treated or if the 
occlusive technique is used, there will be 
increased systemic absorption of the cor- 
ticosteroid, and suitable precautions 
should be taken, particularly in children 
and infants. 

Although topical corticosteroids have 
not been reported to have an adverse 
effect on human pregnancy, the safety of 
their use on pregnant women has not 
been absolutely established. In labora- 
tory animals, increases in incidence of 
fetal abnormalities have been associated 
with exposure of gestating females to 
topical corticosteroids, in some cases at 
rather low dosage levels. Therefore, 
drugs of this class should not be used 
extensively, in large amounts, or for pro- 
longed periods of time on pregnant 
patients 

This product is not for ophthalmic use 


Adverse Reactions: The following local 
adverse reactions have been reported 
with topical corticosteroid formulations: 
acneform eruptions, allergic contact der- 
matitis, burning, dryness, folliculitis, hy- 
pertrichosis, hypopigmentation, irritation, 
itching, and perioral dermatitis 

The following may occur more fre- 
quently with occlusive dressings: macer- 
ation of the skin, miliaria, secondary 
infection, skin atrophy, and striae. 
Administration and Dosage: For moist 
lesions, a small quantity of the cream 
should be rubbed gently into the affected 
areas two or three times a day. 
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If you're looking 
fora new practice 
opportunity. . . 


look here 


American Medical Association 


Physicions 
Placement 
Service 


This new AMA Opportunity Place- 
ment Register contains a description 
of over 4,000 available practice oppor- 
tunities. Each listing is a brief coded 
summary covering location, type of 
practice, area of specialization, and 
other data. Included are two indexes 
to assist you in quickly finding the 
most suitable opportunity. 


Fast turnaround -- The Register is 
mailed within 24 hours of receipt of 
your request. After receiving your 
selections of the practice oppor- 
tunities on which you want further in- 
formation, full-page computer print- 
outs on each selection are sent 
within 10 days. 


Order your Register now -- Published 
quarterly by the AMA Physicians’ 
Placement Service, this Register is 
the only comprehensive national 
listing of new practice opportunities. 


AMA Physicians’ Placement Service 
American Medical Association 
535 N. Dearborn/Chicago, IL 60610 


YES, | am interested in a new practice 
opportunity. Send me the new AMA 
OPPORTUNITY PLACEMENT REG- 
ISTER, along with the registration 
form. 


Name 





Address 





City/State/Zip 





SYNALAR 


(fluocinolone acetonide 


CREAM 0.025%, 0.01% 
OINTMENT 0.025% 
SOLUTION 0.01% 
SYNEMOL" (fluocinolone act 
SYNALAR-HP* (fluocinolone « 
Description Synalar* Syner 
the steroid fluocinolone acı 
6a, 9a-difluoro-16a-hydroxy 
Synalar cream contains fluc 
or 0.1 mg./g. in a water-wa 
acid, propylene glycol, sort 
oleate, polysorbate 60, pur 
methylparaben and propyl| 
Synalar ointment contains f 
mg./g. in a white petrolatur 
Synalar solution contains fl. 
in a water-washable base of 
Synemol cream contains flu 
in a water- washable aquec 
alcohol, cetyl alcohol, mine 
monostearate polysorbate 
Synalar-HP cream contains 
in a water- washable aquec 
alcohol, mineral oil, propyle 
rate, polysorbate 60, purifie 
methylparaben and propylt 
Indicatlons Inflammatory rr 
responsive dermatoses. 
Contraindications Topical 
patients with a history of hyp 
ponents of the preparation. 
Synalar-HP^ (fluocinolone a 
be used on infants up to twc 
Precautions If irritation dew 
and institute appropriate thi 
In presence of an infection i 
antifungal or antibacterial c 
does not occur promptly, dit 
until the infection has been 
If extensive areas are treater 
used, there will be increasec 
corticosteroid and suitable | 
particularly in children and i 
The safety of topical steroids 
absolutely been established 
increases in incidences of fe 
associated with exposure of 
corticosteroids, in some cas 
Therefore, drugs of this class 
on pregnant patients, in larg 
periods of time. 
These products are not for oj 
Synalar-HP cream should no} 
periods and the quantity pei 
of formulated material. 
Adverse Reactions Local a 
topical corticosteroids: burn 
folliculitis, hypertrichosis, acr 
tation, perioral dermatitis, al 
maceration of the skin, seco: 
striae, miliaria. 
How Supplied 
Synalar" (fluocinolone acetc 
Cream 0.025% — 15, 30 an 
Cream 0.01% —15, 45 and 6 
Ointment 0.025% — 15, 30 c 
Solution 0.01% — 20 and 60 
Synemol® (fluocinolone acet 
Cream 0.025% — 15, 30 anc 
Synalar-HP* (fluocinolone ac 
Cream 0.2% — 12g. tubes. 


(fluocinolone 
acetonide) 
Cream 0.025% 


Synalar“ 
(fluocinolone 
acetonide) 
Cream 0.01% 


Synalar 
(fluocinolone 
acetonide) 
Cream 0.025% 


Synalar-HP" 
(fluocinolone 
acetonide) 
Cream 0.2% 


Synalar 
(fluocinolone 
acetonide) 
Ointment 0.025% 


Synalar 
(fluocinolone 
acetonide) 
Solution 0.01% 


*For the inflammatory manife 
dermatoses. 
**Not for ophthalmic use 


Please see preceding page f 
prescribing information 


Syntex Laborato} 
Palo Alto, Califo 





Editorial 


The Inheritance of Psoriasis 


Te on clinical experience, I sus- 
pect that all dermatologists be- 
lieve psoriasis generally "runs" in 
families and is often precipitated by 
environmental factors. This general 
impression has been repeatedly con- 
firmed by abundant objective data in 
numerous published articles. Why 
then does the mode of inheritance 
remain controversial? 

In support of the conclusion reached 
by Cutler et al in this issue of the 
ARCHIVES (see p 718), the results of 
other single family studies'^ indicate 
a simple dominant mode of inheri- 
tance. In contrast to these reports, 
population surveys such as those con- 
ducted by Lomholt’ and Watson et al! 
arrive at different conclusions. 

The reason for this discrepancy is 
most easily explained by a difference 
in the method of data gathering. In 
single family studies, most persons 
are examined for evidence of psoriasis 
by a trained observer, whereas, in 
population studies, data are often 
obtained from a single family mem- 
ber. Since psoriasis can vary substan- 
tially in its extent and duration, the 
person questioned may not be aware 
of inapparent, trivial, or transient dis- 
ease in parents or siblings. So, popula- 
tion studies tend to underestimate the 
prevalence of psoriasis in a family. In 
fact, when Kimberling and Dobson 
recaleulated Lomholt's data by elimi- 
nating all subjects, whether affected 
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or unaffected, who were not personal- 
ly examined by him, a single domi- 
nant mode of inheritance became 
apparent. However, this explanation 
may be overly simplistic, since fami- 
lies chosen for study generally have 
histories of extensive, obvious psoria- 
sis that goes back many generations. 

These cases may represent a differ- 
ent type of disease than that occur- 
ring in a less select population. Possi- 
bly, as in neurofibromatosis or Dar- 
ier's disease, some cases of psoriasis 
are inherited, whereas others repre- 
sent spontaneous, nontransmissible 
mutations. In addition, it may well be 
that psoriasis is not a single disorder 
but the phenotypic expression of vari- 
ous heritable and nonheritable pro- 
cesses. 

The main conclusion to be drawn is 
that, in some families, psoriasis is 
definitely passed on from generation 
to generation as a dominant trait, but 
in randomly selected patients with 
psoriasis this may not necessarily be 
true. The controversy regarding the 
inheritance of psoriasis resolves itself 
if only those patients with clear-cut 
evidence of inherited disease are con- 
sidered. There are insufficient data at 
this time to venture a guess as to why 
or how the patient without a family 
history of the disease acquires psoria- 
sis. 

Finally, it may be appropriate to 
ask, "Why the concern over the pre- 


cise mode of inheritance of psoriasis?" 
According to genetic dogma, domi- 
nantly inherited disorders are charac- 
terized by a structural protein abnor- 
mality, whereas enzymatic defects 
result from recessive traits. If psoria- 
sis represents multiple diseases of di- 
verse causes, perhaps only patients 
with obvious dominantly inherited 
disease should be the subjects of 
extensive biochemical efforts that 
attempt to identify the precise defect 
in this disorder. The conflicting data 
obtained in many contemporary bio- 
chemical studies may well be the 
result not of methodological differ- 
ences or faulty technique but of the 
use of randomly selected volunteers 
who may not all be affected with the 
same basic defect. 

RICHARD L. DoBsoN, MD 

Charleston, SC 
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The Coexistence of Psoriasis 


and Lupus Erythematosus 


An Analysis of 27 Cases 


John L. Millns, MD, Sigfrid A. Muller, MD 


* From 1950 through 1975, 27 patients 
at the Mayo Clinic, Rochester, Minn, had 
coexistent psoriasis and lupus erythema- 
tosus (LE). Of the 27 patients, ten had 
systemic LE (SLE), 13 had discoid LE, and 
four had drug-induced LE or an SLE-like 
syndrome. The onset of psoriasis pre- 
ceded LE in ten patients and was concom- 
itant with it in six. Photosensitivity was 
noted in 23 patients. In 20 patients, the 
lesions of psoriasis and LE remained clin- 
ically distinct. Morphologic overlap and 
clinical interaction occurred in seven 
patients in whom the disorders were 
severe and complicated by a third dis- 
ease. Generally, this latter group had 
extensive psoriasis, prominent photosen- 
sitivity, and a poor response to therapy. 

(Arch Dermatol 116:658-663, 1980) 


qu vulgaris is a common dis- 
order affecting from 1% to 3% of 
the general population, depending on 
racial and ethnic distributions. The 
disease has a definite genetic basis 
and extensive variability in phenotyp- 
ic expression. The spectrum of clinical 
manifestations can range from iso- 
lated sealing plaques to generalized 
exfoliative erythroderma with crip- 
pling arthritis. Although the underly- 
ing cellular defect remains unknown 
in this disease, it seems plausible that 
it could influence the expression and 
course of an associated disease and, 
likewise, be conversely affected. 
Lupus erythematosus (LE) is anoth- 
er disease with a broad spectrum of 


Accepted for publication Nov 25, 1979. 
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manifestations, from localized cuta- 
neous lesions with a benign course to a 
rapidly progressive and fatal systemic 
illness. Familial cases of LE have also 
been well described.” Unlike psoriasis, 
LE occurs infrequently—notably, 2.6 
cases of systemic LE (SLE) per 
100,000 persons in one study." 

Usually, both of the aforementioned 
diseases have distinct morphologic 
and histologic manifestations, as well 
as characteristic responses to a vari- 
ety of environmental stimuli and ther- 
apeutie modalities. In some cases, fac- 
tors that are known to be beneficial in 
one disease (eg, sunlight in psoriasis) 
are harmful in the other (LE). Like- 
wise, antimalarial drugs have been 
found to be helpful in LE but have 
been found to be aggravating in pso- 
riasis. Of particular interest have 
been the presence of light sensitivity 
in a small percentage of patients with 
psoriasis (so-called photosensitive pso- 
riasis) and the potentially harmful 
effects of ultraviolet light treatment 
in these patients. We chose the asso- 
ciation of psoriasis with LE as one 
way to study this problem. Therefore, 
we reviewed all cases of psoriasis and 
LE diagnosed concomitantly in pa- 
tients at the Mayo Clinie, Rochester, 
Minn, from 1950 through 1975. 


MATERIALS AND METHODS 


From 1950 through 1975, 27 Mayo Clinie 
patients had psoriasis and LE. The ten 
cases of SLE fulfilled the criteria of the 
American Rheumatism Association for 
that diagnosis. The remainder of the cases 
were categorized as an SLE-like syndrome, 
drug-induced LE, or discoid LE (localized 
or generalized). 

The longest possible follow-up period 
was sought in every case by telephone 
interview or clinical examination. Exami- 
nations and interview questions provided 


information on familial history of both 
diseases, ages at onset, possible clinical 
interrelationships, aggravating and alle- 
viating factors, areas of involvement, the 
presence or absence of photosensitivity, 
and other associated illnesses. 

Biopsy specimens of lesions were avail- 
able in 16 of the 27 cases of psoriasis and 16 
of the 27 cases of LE. The histopathologic 
studies included a review of tissue sections 
stained with hematoxylin-eosin, as well as 
with a combination of alcian blue and PAS. 
Cutaneous immunofluorescence micros- 
copy was done in seven cases. 


RESULTS 
Sex Distribution 


Of the 27 patients with psoriasis 
and LE, 17 (63%) were female and ten 
(87%) were male. The sex distribution 
in the various subgroups of LE is 
shown in Table 1. 


Age at Onset 


Table 2 outlines the age at onset of 
each disease in the 27 patients. Table 3 
shows the chronology of onset of pso- 
riasis and LE in the 27 patients. The 


Table 1.—Sex Distribution of 
Patients With LE* 


No. (96) of 
Patients 


Total group 







Discoid LE 
M 








F 
Drug-induced LE and 

SLE-like syndrome 
M 
F 


*LE indicates lupus erythematosus; SLE, sys- 
temic LE. 


Psoriasis and LE—Millns & Muller 


onset of both disorders was concomi- 
tant in six patients (one with SLE and 
five with discoid LE). Psoriasis pre- 
ceded the onset of SLE by at least five 
years (mean, 10.25 years) in four 
patients, of discoid LE in three 
patients (in all three by more than ten 
years; mean, 22 years), and of drug- 
induced LE in three patients (in two 
by more than 14 years; mean, 10.3 
years). Psoriasis postdated SLE in 
five cases by a much shorter duration 
(mean, 2.2 years) than the five cases of 
discoid LE (mean, 15.4 years) or the 
single case of drug-induced LE in this 
group (ten years). 

In only four of the 27 patients was a 
family history of psoriasis noted. Two 
patients (one with SLE and one with 
discoid LE) were found to have a 
family history of LE. 


Photosensitivity 


We defined photosensitivity clini- 
cally as any definitely adverse or 
abnormal cutaneous reaction second- 
ary to exposure to ultraviolet light 
from either sunlight or an artificial 
light source. Patients with question- 
able photosensitivity were not in- 
cluded. The cutaneous reactions were 
manifest generally as a burning sen- 
sation after exposure to light, with 
resultant persistent erythema and 
edema; the exacerbation of existing 
lesions; or the precipitation of new 
lesions of either disease. Photosensi- 
tivity was present in 23 of the 27 
patients. The relationship of the onset 
of photosensitivity to either LE or 
psoriasis is outlined in Table 4. Four 
patients with discoid LE had concomi- 
tant development of LE, psoriasis, 
and photosensitivity. In 13 (48%) of 
the patients, photosensitivity devel- 
oped with the onset of LE. Only two 
patients noted the concomitant onset 
of photosensitivity and psoriasis; one 
had disseminated discoid LE and the 
other had procainamide-induced SLE. 
Three patients noted photosensitivity 
5, 8, and 60 years, respectively, before 
the onset of either disease. 

Photosensitivity was an important 
aggravating factor of either or both 
disorders in the 23 patients in whom it 
was present. Other precipitating and 
aggravating factors were not thought 
to be clinically important, except in 
patients with drug-induced LE. Six 
patients had reported clinical aggra- 
vation of their psoriasis with exposure 
to ultraviolet light. Of the patients 
with SLE, only two of ten reported 
aggravation of both the psoriasis and 
the LE with exposure to sunlight, but 
patients in this group generally 
avoided sunlight. In both of the 
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Onset of LE 


Discoid 
LE 


Drug-Induced 
LE and 
SLE-like 
Syndrome 


Onset of 
Psoriasis 





*LE indicates lupus erythematosus; SLE, systemic LE. 









Subgroup 





Table 3.—Chronology of Onset of Psoriasis and LE* 


a AL ionis HER Pte ne Ole ES 2 T etu eir 
Concomitant 


Discoid LE 5 


4 5 
3 5 

Drug-induced LE and 
SLE-like syndrome 0 3 1 
10 11 


Total 6 










Onset 







Psoriasis First LE First 







*LE indicates lupus erythematosus; SLE, systemic LE. 


Table 4.—Chronologic Relationship of Photosensitivity 
to Onset of Psoriasis and LE* 


Onset of Photosensitivity 


———————————————— 


With 
Psoriasis 
and LE 


Discoid LE 


Drug-induced LE and 
SLE-like syndrome 





With With 


Before 
Psoriasis 


Psoriasis or LE 


*LE indicates lupus erythematosus; SLE, systemic LE. 


affected patients, the psoriasis was of 
the generalized plaque type and the 
initial manifestation of the LE was 
either generalized erythema or a 
papulosquamous eruption. One of 
these patients also had increased uri- 
nary levels of uroporphyrins and 
coproporphyrins (latent porphyria cu- 
tanea tarda). One of the 13 patients 
with discoid LE also had photoaggra- 
vation of both diseases, as did three of 
four patients with drug-induced or 
miscellaneous LE. In the former 
patient, although the psoriasis was 
limited to the elbows and neck, dis- 
seminated discoid LE was present 
with extensive lupus panniculitis. In 
the latter group, generalized plaques 
of psoriasis predominated, and one 
case was complicated by the coexis- 
tence of bullous pemphigoid. 

Of the remaining patients with pho- 
tosensitivity, 17 had not noted any 
irritating effect of sunlight on their 


psoriasis, and, in fact, eight of them 
had been treated successfully with 
various tar preparations and ultravio- 
let light given carefully in a clinical 
setting during periods when the LE 
was inactive. Three patients, however, 
had experienced considerable im- 
provement of the psoriasis and wors- 
ening of the lesions of LE. 

Antimalarial agents given for sys- 
temic effect were used as therapeutic 
agents in only four of 27 patients 
(hydroxychloroquine sulfate in three 
patients and chloroquine hydrochlo- 
ride in one patient). An adverse effect 
(exacerbation of the psoriasis) was 
noted in only one patient. 


Associated Diseases 


Six of the ten cases of SLE and 
psoriasis (Fig 1) were found in con- 
junction with a third disorder. These 
disorders included autoimmune hemo- 
lytic anemia, tworcases of rheumatoid 
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Fig 1.—Case 3. Erythematous plaques of SLE on cheeks and mildly scaling erythematous 
plaques of psoriasis on dorsal aspect of hands and forearms. 


Table 5.—Morphologic Type and Location of Lesions in SLE Subgroup* 


Psoriasis 


p———————PÀ 


Patient Location 
Arms, back, 


thighs 


Plaques 


Plaques, eryth- 
roderma 

Plaques, exfo- 
liative eryth- 
roderma 


arms 
Generalized 


Plaques 
scalp 


Face, neck, fore- 


Elbows, trunk, 





Location 


Erythema Face 


Erythema Malar region 

Erythema, 
maculo- 
papular 
eruption 

Erythema, 
livedo re- 
ticularis 


Malar region, pho- 
todistribution 


Face, legs 





Generalized 


- Plaques, exfo- 
liative eryth- 
roderma 

Plaques 


Cleft 


Scalp, gluteal 


Erythema Generalized 


Erythema Malar region 








Plaques 
Plaques 


Legs 





Erythema Face 


Scalp, abdomen, 


legs, buttocks 





Plaques Generalized 


Plaques Generalized 





Face, neck, fore- 
arms 

Face, neck, fore- 
arms 


Erythema 


Erythema, 
blisters, 
urticaria 


*LE indicates lupus erythematosus; SLE, systemic LE. 


arthritis (juvenile in one), Hashimo- 
to’s thyroiditis, gout, and porphyrinu- 
ria suggestive of porphyria cutanea 
tarda. One of the three patients with 
drug-induced LE and psoriasis also 
had bullous pemphigoid. Of these sev- 
en patients with a third associated 
disorder (some suggestive of an 
autoimmune disease), four were found 
to-have exfoliative erythroderma, and 
two additional patients had severe 
generalized psoriasis. In four of these 
patients, morphologic features of the 
diseases overlapped elinically, and dif- 
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ferentiation of some of the lesions of 
LE and psoriasis was difficult or ques- 
tionable. In three of these patients, 
photosensitivity developed with or 
before the psoriasis and long before 
the development of LE. Finally, these 
patients had a protracted course dur- 
ing which treatment of the psoriasis 
was usually unsatisfactory. 


Morphology 


The morphologic characteristics and 
location of the lesions of both diseases 
are shown in Tables 5 through 7. 













Plaques were the predominant lesions 
of psoriasis, occurring in 26 of the 27 
patients, occasionally in combination 
with erythroderma. Two patients had 
pustular psoriasis. Generalized lesions 
of psoriasis, present either as plaques 
or erythroderma, were noted in four 
of the ten patients with SLE, whereas 
plaques of psoriasis localized to the 
head, trunk, and extremities or vari- 
ous combinations were noted in six 
patients, In the diseoid LE subgroup, 
localized psoriatic plaques were pres- 
ent in nine and generalized lesions in 
only four of the 13 patients, whereas 
two of the four patients with drug- 
induced or miscellaneous LE had gen- 
eralized lesions. 

The most common lesion of SLE 
was erythema, usually on the face and 
sun-exposed areas of the extremities; 
generalized erythema and maculopap- 
ular eruptions were seen in one 
patient each. Plaques and erythema 
confined to the face or extremities (or 
both) comprised the lesions of LE in 
three of the four patients with drug- 
induced LE or SLE-like syndrome; one 
patient had a generalized maculopap- 
ular eruption. 

In 12 of the 13 patients with discoid 
LE, the lesions were localized plaques 
confined primarily to the head, neck, 
and upper extremities. Most lesions 
were typical erythematous atrophie 
plaques with follicular plugging; how- 
ever, some were markedly hyperkera- 
totic, with silver sealing and erythema 
not unlike the lesions of psoriasis 
(Fig 2). 


Clinical Interrelationship 
and Overlap Features 


The clinical interrelationships of 
lesions of LE and psoriasis were 
reviewed in each of the 27 patients. 
Particular interest was focused on the 
possible similarities of the lesions of 
LE and psoriasis, as well as the man- 
ner in which the diseases influenced 
each other. We have used the term 
“overlap” in those cases in which the 
lesions of psoriasis and LE could not 
be clearly distinguished morphologi- 
cally. Overlap features were an un- 
common finding, noted in only seven 
of the 27 patients (six with either SLE 
or drug-induced LE and one with dis- 
coid LE). Clinically, the six patients 
with SLE or drug-induced LE had 
either generalized plaque psoriasis 
(Fig 3) or recurrent exfoliative eryth- 
roderma that blended imperceptibly 
into the LE lesions of photosensitive 
erythema. Because of the acute nature 
of many of these flares, histologic 
analysis often was not helpful in dif- 
ferentiating the two diseases. In four 
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of the six patients, an additional fac- 
tor was the presence of a third disor- 
der, ie, pemphigoid, Hashimoto’s thy- 
roiditis, gout, or increased urinary 
porphyrin excretions suggestive of 
porphyria cutanea tarda. 

Ten of the 27 patients thought that 
the courses of their cutaneous diseases 
were related; a flare in one would 
often precipitate a flare in the other. 
Of these ten patients, seven were 
those who had overlap features; the 
three additional patients had discoid 
LE. One had generalized psoriasis, 
and the remaining two had plaques 
limited to the elbows, knees, and but- 
tocks. 

Histology 

Histologic analysis of skin biopsy 
specimens was diagnostic of LE in 18 
patients. Additional biopsy specimens 
in four patients with SLE showed 
marked lymphocytic perivascular in- 
flammation or necrotizing vasculitis 
in areas of clinical erythema. Biopsy 
specimens were typical of psoriasis in 
16 of the 27 patients. In no patient did 
one biopsy specimen show histologic 
features of both psoriasis and LE. In 
two patients with SLE, however, his- 
tologie sections of psoriatic lesions 
also showed heavy perivascular and 
periappendiceal lymphocytic infil- 
trates. 

Direct immunofluorescence micros- 
copy studies were done in seven of the 
27 patients (five with SLE and two 
with discoid LE); the results are listed 
in Table 8. 


COMMENT 


The coexistence of psoriasis and LE 
is a rare phenomenon. We have found 
reports of 33 cases in the literature. 
Review of those cases demonstrated 
that the sex distribution was equal 
and that 80% of the cases were discoid 
LE. The onset of psoriasis preceded 
the onset of LE in 50% of the cases. In 
most of the reports, however, the data 
were sketchy and did not include 
assessment of either photosensitivity 
or the interrelationship of the dis- 
eases. 

The two largest series published to 
date are a review of six cases of 
discoid LE and psoriasis in 1971 by 
Tumarkin et al'* in the Russian litera- 
ture and a recent review of 11 cases of 
psoriasis and LE (eight SLE and three 
discoid LE) at the Cleveland Clinic.2° 
In the series of Tumarkin et al, LE 
was detected from three to six years 
before psoriasis in all six patients. The 
two diseases retained their individual 
clinieal appearance, location, and 
course and exhibited no overlap fea- 
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Table 6.—Morphologic Type and Location of Lesions in Discoid LE Subgroup* 
LE 
————————— 





















Psoriasis 
——————— 
Patient Type Location Type Location 
Plaques Elbows, neck Cicatricial Scalp, arms, legs 
alopecia, 
plaques, 
pannicu- 
litis 
Plaques Generalized Plaques, Scalp, ears, face, 






cicatricial arms 


alopecia 














13 Plaques Elbows, knees, Plaques, Scalp, face, arms 
ankles cicatricial 
alopecia 















Plaques Buttocks Plaques, 
cicatricial 
alopecia 
Plaques, 
cicatricial 


alopecia 


Scalp, forehead 














Plaques Elbows, knees, 


hands, legs 


Scalp, malar re- 
gion, chin 



















16 Pustules and Palms, soles, Plaques Forehead 
plaques wrists 
17 Plaques Palms Plaques Lips, face, hands 
18 Plaques Generalized Plaques Forehead, cheeks 
19 Plaques Scalp, chest, el- Plaques Face, neck, arms, 
bows, knees hands 

20 Plaques Generalized Plaques Temporal region 
21 Plaques Generalized Erythema Arms, chest, face 












22 Plaques Elbows, knees, 


buttocks 

Scalp, elbows, 
knees, but- 
tocks 





Plaques Face 

























23 Plaques Plaques Ear, lips, should- 


ers, back 







*LE indicates lupus erythematosus. 





Table 7.—Morphologic Type and Location of Lesions in Drug-Induced and 
Miscellaneous LE Subgroup* 











Psoriasis 
————— 











































Patient Location Type Location 
Exfoliative ery- Generalized Maculopap- Generalized 
throderma, ular 
plaques eruption 
25 Plaques Scalp, elbows, Erythema Face, trunk 
trunk, knees 
Plaques Generalized Erythema Face, neck, exten- 






sor aspect of 
forearms 


Face, neck, arms 





27 Pustules 





Palms, soles Plaques 













*LE indicates lupus erythematosus. 
TPreviously described.* 


Fig 2.—Case 13. Left, Psoriasiform plaques 
of discoid LE on extensor aspect of arms. 
Right, Lesions of psoriasis on elbows of 
same patient; they resemble the lesions of 
LE shown in Fig 2, left. 
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Fig 3.—Case 25. Erythematous plaques of 
psoriasis on buttocks and elbows, adja- 
cent to areas of necrotizing vasculitis, in 
procainamide-induced LE. 


tures. There appeared to be no coinci- 
dental aggravation of both diseases; 
because one flared when the other 
resolved, the authors speculated on 
the possible restraint of one disease 
on the other. In the Cleveland Clinic 
experience, the onset of psoriasis pre- 
ceded the onset of LE in eight of the 
11 patients. Six of the eight patients 
with SLE were female, whereas all of 
the patients with discoid LE were 
male. The incidence of photosensitivi- 
ty and the interrelationship and over- 
lap features of the two diseases were 
not mentioned. 

In our series, the sex distribution of 
the patients with LE and psoriasis 
corresponded to that in previously 
published data.” In the SLE subgroup, 
the ratio of female to male patients 
was 9:1, whereas in the discoid LE 
subgroup there was a slight prepon- 
derance of male patients. An equal sex 
ratio was found for the drug-induced 
and miscellaneous subgroup. 

As shown in Table 2, there was no 
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Table 8.—Direct Immunofluorescence Studies 
of Involved and Uninvolved Non-Sun-Exposed Skin 


Patient Biopsy Area Pattern* IgG IgM IgA c3 Fibrin 


Involved left thigh ee 

Uninvolved thigh 

Uninvolved left 
shoulder 

Involved lower part 
of left leg 


Granular BM 


Granular BM 


ES + on 


11 Involved scalp Granular BM + + 


13 Involved right 
temple 
Involved left 
scapula 
Uninvolved left 
shoulder 


Granular BM — * — — * 
Vessels, BM 


Granular BM 


* — * * 
25 Uninvolved left leg Granular BM - + — — — 
Involved leg Granular BM — — * — 

-= + = 


27 Uninvolved deltoid 


Hand lesion of pso- 
riasis and erythe- 





Granular BM — 


ma Granular BM 


*BM indicates basement membrane. 


clustering of patients in any one 
decade for the ages at onset of psoria- 
sis or LE. There appeared to be a 
fairly even distribution of patients 
from the third through the sixth 
decade in all subgroups of LE and 
psoriasis, with the exception of the 
drug-induced and miscellaneous sub- 
group, in which the ages at onset 
ranged from 40 to 69 years. This pat- 
tern would be expected, inasmuch as 
the offending antiarrhythmic and di- 
uretic drugs would be administered 
more frequently in older patients. An 
approximately equal number of pa- 
tients exhibited prior onset of psoria- 
sis as compared with LE. Only six of 
the 27 patients had concomitant onset 
of both diseases, and no obvious pre- 
cipitating factors could be detected. 
One could speculate on the role of one 
disease in effecting a Köbner iso- 
morphic stimulus and leading to the 
development of the latent second dis- 
ease. Because both LE and psoriasis 
are known to exhibit Köbner’s phe- 
nomenon, a potential exists for dis- 
ease interaction manifested as either 
modification of an existing disease 
form or precipitation of one in a sub- 
clinical form. 

The occurrence and evolution of 
psoriasis and LE are frequently 
affected by exposure to sunlight. Tra- 
ditionally, psoriasis has been consid- 
ered to be a photoresponsive disease. 
However, cases of psoriasis aggra- 
vated by sunlight or of photosensitive 
psoriasis without associated disorders 
have been reported. Bielický and Kví- 
éalová?? recorded 14 cases of psoriasis 
adversely affected by exposure to sun- 
light. In three of their patients, the 


photosensitivity commenced at the 
onset of the psoriasis, whereas in the 
remainder it developed after several 
years. In addition, the fact that ten of 
their 14 patients had “strikingly fair 
skin” may have been a major factor. 
Similarly, Frain-Bell** thought that 
sun-sensitive psoriasis does not repre- 
sent a true photosensitivity phenome- 
non but rather an abnormal sunburn 
erythema response in fair-complected 
subjects. Of the 14 patients believed to 
have “photosensitive psoriasis” in his 
series, seven had action spectra for 
erythema outside the normal range 
for the ultraviolet B band. 

Photosensitivity is a much more 
common phenomenon in LE than in 
psoriasis. In 520 cases of SLE reported 
by Dubois and Tuffanelli" and 275 
cases evaluated by Haserick,” the fre- 
quencies of photosensitivity were 32% 
and 37%, respectively. For discoid LE, 
reports have shown a frequency of 
photosensitivity in a range of from 5% 
to 1066.:5-2 

In our series of patients with LE 
and psoriasis, photosensitivity was 
noted in 23 of 27 patients (85%), cer- 
tainly a much higher frequency than 
would be expected on the basis of the 
frequeney of either disease occurring 
independently. Unfortunately, infor- 
mation on the minimal erythema dose 
and basic skin type with reference to 
tanning ability was not available for 
these patients. This information 
would be helpful in examining the 
hypothesis of Frain-Bell.** 

In only seven of the 27 patients did 
the lesions of LE and psoriasis overlap 
morphologically. Although the lesions 
of LE in this group primarily con- 
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sisted of erythema or papulosquamous 
eruptions in a photodistribution, the 
psoriasis tended to be widespread, 
often with exfoliative erythroderma; 
this made differentiation clinically 
difficult. The fact that clinical exacer- 
bations in one disease usually resulted 
in a similar flare in the other added to 
the problem of differentiation. As 
mentioned previously, five of the sev- 
en patients in this group had concom- 
itant aggravation of both diseases on 
exposure to sunlight, and four of the 
seven had an associated third disease. 
The clinical course of the psoriasis was 
also generally severe and protracted 
in this group. We wish to emphasize 
this unusual combination of diseases, 
each tending to be severe and com- 
pounding the problems of treatment. 

The lesions of discoid LE and pso- 
riasis usually remained clinically and 
histologically distinct; when lesions of 
discoid LE would flare after exposure 
to sunlight, the lesions of psoriasis 
would remain unaffected in most 
cases. One patient (case 18) with dis- 
coid LE and psoriasis had plaques of 
both diseases that were clinically sim- 
ilar. It would seem unlikely that one 
lesion could support a hyperprolifera- 
tive disease like psoriasis, with a 
dependence on an intact basal layer 
and vascular complex, as well as one 
with tendencies toward the undermin- 
ing of such requirements as in LE. 
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However, as Kocsard? pointed out, 
"Only if dermatoses are viewed as a 
continuous dynamie process, rather 
than by considering absolute general- 
izations, can the existence of the vari- 
ous associations observed by the clini- 
cian become understandable." 
Histologically, the chronic plaque 
forms of both psoriasis and LE pre- 
sented few problems in differentia- 
tion, except in two patients in whom 
histologic analysis of biopsy speci- 
mens disclosed features of both dis- 
eases. In the acute forms of both 
diseases present clinically as erythe- 
ma, papulosquamous eruptions, or 
exfoliative erythroderma, histologic 
features were less specific and differ- 
entiation was occasionally difficult. 
Few general statements can be 
made about the therapeutic measures 
in this group of patients. For those 
with idiopathic or drug-induced SLE, 
steroids given for systemic effect 
were the mainstay of therapy, in addi- 
tion to the discontinuation of use of 
any offending drugs. Use of chloro- 
quine hydrochloride was beneficial for 
the LE and the psoriasis in one 
patient. Although immunosuppressive 
drugs were rarely administered, 
methotrexate could be used in the 
absence of liver involvement. Topical- 
ly applied steroids were used most 
frequently for treatment of the 


plaques of discoid LE. The localized 
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plaques of psoriasis responded well to — 
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preparations. The cases of psoriatic 


exfoliative erythroderma that oc- — 


curred in patients with SLE were 
treated either with steroids for sys- 
temic effect or with topically applied 
steroids and the concomitant use of 
wet dressings. The use of ultraviolet 
light, as in the Goeckerman regimen, 
should probably be avoided after pho- 
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exacerbated by the use of antimalarial 
agents given for systemic effect. 
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no apparent interrelationship. In cer- 


tain circumstances in which the dis- — 
eases are widespread and an asso- 


ciated third disorder is present, there 
is a high incidence of morphologic 
overlap and clinical interaction, and 
the clinical course is more difficult. 
Physicians who use ultraviolet light in 
the treatment of psoriasis should 


monitor patients closely for the devel- ` 


opment of photosensitivity or, possi- 
bly, LE. 


Nonproprietary Name and 
Trademark of Drug 


Chloroquine hydrochloride—A ralen 
drochloride. 


525, 1978. 

21. Harvey AM, Shulman LE, Tumulty PA, et 
al: Systemic lupus erythematosus: Review of the 
literature and clinical analysis of 138 cases. Med- 
icine 33:291-437, 1954. 

22. Bielicky T, Kvíéalová E: Photosensitive 
psoriasis. Dermatologica 129:339-348, 1964. 

23. Frain-Bell W: What is that thing called 
light? Clin Exp Dermatol 4:1-29, 1979. 

24. Dubois EL, Tuffanelli DL: Clinical mani- 
festations of systemie lupus erythematosus: 
Computer analysis of 520 eases. JAMA 190:104- 
111, 1964. 

25. Haserick JR, cited by Dubois EL: Lupus 
Erythematosus: A Review of the Current Status 
of Discoid and Systemic Lupus Erythematosus 
and Their Variants, ed 2. Los Angeles, Universi- 
ty of Southern California Press, 1974, p 237. 

26. Rothfield N, March CH, Miescher P, et al: 
Chronic discoid lupus erythematosus: A study of 
65 patients and 65 controls. N Engl J Med 
269:1155-1161, 1963. 

27. Seott A, Rees EG: The relationship of 
systemic lupus erythematosus and discoid lupus 
erythematosus: A clinical and hematological 
study. Arch Dermatol 19:422-435, 1959. 

28. Marten RH, Blackburn EK: Lupus ery- 
thematosus: A five-year follow-up of 77 cases. 
Arch Dermatol 83:430-436, 1961. 

29. Koesard E: Associated dermatoses and 
triggering factors in psoriasis. Australas J Der- 
matol 15:64-76, 1974. 


Psoriasis and LE—Millns & Muller 663 





Hy- Nu 








Idiopathic Guttate Hypomelanosis 


Ultrastructural Study 


Jean-Paul Ortonne, MD, Henri Perrot, MD 


è Idiopathic guttate hypomelanosis 
(IGH) has been studied histochemically 
(split-dopa) and ultrastructurally in three 
patients. Affected skin was compared to 
normal surrounding skin. Argentic stains 
revealed a decrease in the melanin con- 
tent of affected epidermis and pigment 
granules were irregularly distributed. 
Split-dopa preparations showed a de- 
crease in the number of dopa-positive 
melanocytes in hypomelanotic macules. 
Most of the melanocytes were rounded in 
form and either lacked dendrites or had 
fragmented ones. Ultrastructural study 
confirmed the progressive loss of epider- 
mal melanocytes in skin affected by IGH 
and revealed two types of melanocytes, 
healthy melanocytes with normal mela- 
nogenic activity and melanocytes contain- 
ing few or no immature melanosomes but 
showing no cellular alterations. Depig- 
mentation in IGH seems to occur in two 
stages, loss of melanogenic activity in 
certain melanocytes and elimination of 
inactive melanocytes. The basic defect in 
IGH melanocytes may reflect the aging 
process. 

(Arch Dermatol 116:664-668, 1980) 


diopathic guttate hypomelanosis 
(IGH), first called “leucoderma 
lenticular disseminata," was later 
reported as “macular hypopigmenta- 
tion of the legs in women”™ and finally 
as “idiopathic guttate hypomelano- 
sis." Although IGH appears to be a 
very common disorder, only a few 
histochemical and ultrastructural 
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studies have been performed. Soter et 
al reported that the hypopigmented 
macules in IGH are associated with a 
reduction in the intensity of the dopa 
reaction of epidermal melanocytes. 
Ultrastructural studies revealed that 
melanocytes contained melanosomes 
with reduced amounts of melanin 
compared to melanosomes in control 
skin. 

The purpose of our work was to 
characterize hypomelanosis in IGH at 
the cellular and subcellular levels. 


MATERIALS AND METHODS 


Three patients with IGH were studied. 
All were women, of ages 65, 74, and 76 
years, respectively. The duration of IGH 
was 15, 25, and 25 years, respectively. In all 
patients, the biopsy site was the leg; 
patient 1 had skin type 3; patient 2, type 4; 
and patient 3, type 4. 

Punch biopsies, 6 or 7 mm, were per- 
formed with a 1% lidocaine hydrochloride 
anesthesic given for local effect. Two biop- 
sy specimens were obtained in each 
patient, from hypochromic skin and from 
adjacent normal skin. 

Part of each of the three biopsy speci- 
mens was incubated in a 2N sodium bro- 
mide solution at 37 °C for 45 minutes. The 
separated epidermal sheets thus obtained 
were then incubated with a 0.1% dopa 
solution in a 0.10 sodium phosphate buffer 
(pH 7.4) for 4 hours at 37 °C. After the dopa 
reaction, the tissues were fixed with 10% 
neutral formaldehyde, dehydrated in alco- 
hol, and mounted. The number of melano- 
cytes per square millimeter of epidermis 
was determined in depigmented and 
normal skin. 

Specimens from each of the three biop- 
sies were fixed in 3% glutaraldehyde for 
one hour, postfixed in osmic acid for one 
hour, dehydrated in alcohol, embedded in 
an epoxy resin, and sectioned on an ultra- 
microtome. The sections were stained with 
uranyl acetate and lead citrate and exam- 


ined with an electron microscope. 

From the biopsy specimens of normal 
and hypomelanotie skin, three blocks were 
examined ultrastructurally. The epidermal 
basal and suprabasal zones were photo- 
graphed at a magnification of 2,500 and 
subsequently enlarged on photographie 
prints to a total magnification of 10,000. 
One technically suitable photograph from 
each block was randomly selected for anal- 
ysis. Thus, three micrographs were studied 
for each biopsy. The transverse and longi- 
tudinal diameters of 100 isolated melano- 
somes selected randomly were measured 
for each of the six biopsies using an eye- 
piece including a 0.1-mm graticule. A total 
of 600 melanosomes were measured. Frag- 
mented melanosomes were excluded. 

The mean transverse and longitudinal 
diameter of melanosomes was determined 
for each specimen and the results subjected 
to statistical analysis using the Student's t 
test. The percentage of single melano- 
somes in the total melanosome population 
of each biopsy was also calculated. 


RESULTS 


Melanin granules were observed in 
the epidermis of the hypomelanotie 
macules (Fig 1). The epidermal mela- 
nin content was, however, greatly 
decreased in comparison to that of the 
normal surrounding epidermis, and 
the junction between normal epider- 
mis and hypomelanotic epidermis was 
sharply demarcated. In the hypomela- 
notic epidermis, the melanin granules 
were irregularly and focally distrib- 
uted and, in case 2, numerous granules 
were present in the stratum corneum. 
In two of the three cases, a slight 
pigmentary incontinence was ob- 
served. 

The junction between the normal 
epidermis and hypopigmented epider- 
mis was easily visible, with geometric, 
angular borders characterizing the 
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Fig 1.—Light microscopy (argentic stain). Left, Normal control skin ( x 200). 
Right, Hypomelanotic skin. Melanin granules, arrows ( x 200). 


Fig 2.—Split-dopa preparations. Left, Junction between normal e 
Dopa-positive melanocytes, arrows 


( x 200). 


macules (Fig 2, left). The frequency of 
melanocyte distribution is shown be- 
low. 


Melanocytes per Square 
Millimeter 
of Epidermis, No. (+ SD) 





Normal Depigmented 
Case Skin Skin 
1 682 + 65 0 
2 975 + 110 130 + 50 
3 916 + 136 490 + 40 


In two cases, dopa-positive melano- 
cytes were observed in the center of 
the depigmented skin and their dopa- 
oxidase activity was usually less 
intense when compared to that of the 
normal surrounding skin. Their num- 
ber was considerably decreased (Fig 2, 
right). In the third case, no dopa- 
positive melanocytes were observed in 
hypomelanotic skin. 

A few healthy melanocytes with 
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pidermis (N) and hypopigmented epidermis (H). 
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(X100). Right, Dopa-positive melanocytes in center of depigmented skin 


Strong dopa-oxidase activity were 
scattered within the hypomelanotic 
skin. However, most of the melano- 
cytes were rounded in form and either 
lacked dendrites or had fragmented 
ones (Fig 2, right). 

In the hypomelanotie skin, two 
types of melanocytes were observed. 
The first type comprised melanocytes 
with normal melanogenic activity and 
a visibly large nucleus with prominent 
heterochromatin. Their abundant cy- 
toplasm contained numerous mature 
melanosomes of normal size and 
Shape, distributed mainly at the 
periphery (Table 1). The endoplasmie 
retieulum, Golgi apparatus, mitochon- 
dria, and microfilaments were well 
developed. Numerous dendrites were 
observed, which, in the suprabasal 
layers, contained completely melan- 
ized melanosomes. Rare melanosomal 
autophagic vacuoles were observed in 
the dendrites only, and a few melano- 


cytes showed cytoplasmic vacuoliza- 
tion (Fig 3). 

The second type of melanocyte 
showed an abundant cytoplasm, but 
lacked mature melanosomes (Fig 4). 
Only a few melanosomes II or III were 
occasionally observed within these 
cells (Fig 5). They contained abundant 
microfilaments and, to a lesser extent, 
microtubules. Their endoplasmic retic- 
ulum was not prominent. However, no 
signs of cellular alteration were 
detected and the mitochondria ap- 
peared normal. 

Contacts between melanocytes and 
keratinocytes were normal and the 
intercellular space was not enlarged. 

The melanin content of the epider- 
mal keratinocytes showed consider- 
able variation (Fig 6). Those located in 
the immediate vicinity of active mela- 
nocytes were loaded with mature 
melanosomes of normal shape and 
size; those in céntact with inactive 
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melanocytes contained few or no 
melanosomes. Within these keratino- 
cytes, both isolated and aggregated 
melanosomes were observed. The per- 
centage of single melanosomes in the 
total melanosome population in nor- 
mal skin was 45% in case 1, 58% in case 
2, and 49% in case 3. In hypopig- 
mented skin, it was 55% in case 2 and 
52% in case 3; the percentage was not 
determined for case 1. 

In two of the three cases, indetermi- 
nate cells were not observed and the 
number of suprabasal Langerhans' 
cells appeared to be normal. 

In the third case, associated with an 
important decrease in the number of 
epidermal melanocytes, a few nonker- 
atinocytie cells were observed in the 
basal and Malphigian layers (Table 2). 
Most of these were Langerhans' cells 
(Fig 7). Phagocytosis of melanosomes 
by Langerhans' cells was occasionally 
observed. 

Within many Langerhans' cells, the 
number of Langerhans' granules was 
small. A study of serial sections was 
required for their identification. 

No morphologic abnormalities in 
the keratinization process were de- 
tected in the hypochromic macule and 
the epidermal basement membrane 
appeared to be normal with no discon- 
tinuity. No structural abnormalities of 
the dermal components could be docu- 
mented. 


COMMENT 


Idiopathic guttate hypomelanosis is 
a very common disorder of adulthood 
and senescence. Men and women are 
probably equally affected. It consists 
of small hypomelanotie polygonal 
macules with sharply defined borders. 
The surface of the lesion is smooth; 
there is no infiltration, scarring, or 
atrophy. The lesions are most common 
on the sun-exposed areas of the skin. 
They do not usually increase in size, 
although their number increases with 
age. The course of the disease is slowly 
progressive; no spontaneous repig- 
mentation has been observed. 

Previous histologic studies have 
shown a decrease in the epidermal 
melanin content? However, there is 
some controversy regarding the densi- 
ty of the melanocyte population in the 
involved areas. The number of mela- 
nocytes has been reported to be either 
normal or decreased, and the intensity 
of the dopa reaction in hypomelanotic 
macules to be reduced.^^ At the elec- 
tron microscope level, the melanocytes 
contained melanosomes with reduced 
melanin deposition. 

In our cases, hypomelanosis in IGH 
was related to a decease in the num- 
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Table 1.—Average Melanosome Size* 


Transverse Diameter, u Longitudinal Diameter, u 
ADOPTER IUS RT Nr ^ 9 I EE ccr -———— 
Case Normal Skin Depigmented Skin Normal Skin Depigmented Skin 
1 0.38 + 0.08 0.41 + 0.06 0.14 + 0.02 0.15 + 0.03 
2 0.40 + 0.08 0.41 + 0.10 0.15 + 0.03 0.16 + 0.04 
0.38 + 0.06 0.43 + 0.08 0.17 + 0.05 0.17 + 0.04 





*+SD. 





Fig 3.—Hypomelanotic skin. Top, Melanosomal autophagic vacuole within dendrite. K, 
keratinocyte (x 21,000). Bottom, Cytoplasmic vacuolization (V) in melanocyte. K, 
keratinocyte; D, dermis ( x 22,300). 
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Fig 4.—Hypomelanotic skin. Melanocytes (M) with abundant cytoplasm but lacking mature 
ent membrane ( x 10,000). 






Fig 5.—Hypomelanotic skin. Melanocytes containing abundant 
microfilaments and only a few melanosomes II and lil (single and 
double arrows). N, nucleus; m, mitochondria; K, keratinocytes 
(X 68,000). 


Fig 6.—Hypomelanotic skin. Low-power view. K, keratinocyte; d, 
dermis; single arrow, basement membrane; double arrow, mela- 
nosome ( x 9,600). P 





Fig 7.—Hypomelanotic skin. Langerhans' cell in basal layer. D, 
dermis ( x 10,500). 
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Table 2.—Hypomelanotic Skin; 
Epidermal Dendritic Cell Population 


Indeter- 
,Melano- minate 
cytes Cells 


0 0 


Langer- 
hans’ 
Cells 

Increased 
number 

Normal 
number 

Normal 
number 


Case 


Decreased 0 
number 

Decreased 0 
number 





ber of functional melanocytes, but not 
all melanoeytes were equally affected, 
and functional melanocytes were still 
observed in the hypomelanotic skin. 
Their presence explains the irregular- 
ity in the distribution of epidermal 
pigmentation. In these dopa-positive 
melanocytes, synthesis, melanization, 
and secretion of melanosomes were 
not affected. 

On the other hand, some melano- 
cytes had lost their melanogenic activ- 
ity. They contained immature mela- 
nosomes in which melanization was 


l. Argüelles Casals D: Leucoderma lenticular 
disseminata. Bol Soc Cubana Derm Sifiligr 11:18- 
20, 1954. 

2. Argüelles Casals D, Gonzáles D: La leucoder- 
mie lenticulaire disseminée. Ann Dermatol 
Syphiligr 3:283-286, 1969. 

3. McDaniel WE, Richfield DF: Macular hypo- 
pigmentation on legs of women. Dermatol Dig 
4:59-66, 1965. 

4. Cummings KI, Cottel W: Idiopathic guttate 
hypomelanosis. Arch Dermatol 93:184-186, 1966. 
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absent or incomplete. Possibly this 
block in the melanization process of 
melanosomes represents the initial 
stage of the melanin pigmentary 
system involvement in IGH. 

Schematically, two stages in the 
course of the cellular and subcellular 
events may be distinguished in IGH. 
The first stage is characterized by a 
partial, then total, loss of melanin 
synthesis by the melanocytes, as con- 
firmed by histoenzymologie (reduced 
dopa reaction) and ultrastructural 
(melanosomes with reduced or absent 
melanization) examination. 

The second stage is characterized by 
the disappearance of epidermal mela- 
nocytes. In one of our three cases (case 
1), melanocytes were difficult to find 
by electron microscopy. In one pa- 
tient, numerous suprabasal and occa- 
sionally basal Langerhans' cells were 
present, but the importance of this 
observation is unclear. However, an 
inerease in the number of epidermal 
Langerhans’ cells has been docu- 
mented in various hypomelanoses.'^ 
The observation of phagocytosis of 
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melanin granules by Langerhans' cells 
is not specific for IGH, but it seems 
likely that this mechanism plays a role 
in the pathogenesis of hypomelanosis 
in IGH. 

The basic defect in IGH is unknown. 
Our ultrastructural ^ observations 
throw no new light on the pathogene- 
sis of this condition. Various ideas 
have been put forward previously: 
repeated minor trauma,” ultraviolet 
energy effects," or "unfolding" of the 
stratum corneum, which could act as a 
screen disturbing the ultraviolet stim- 
ulation of the melanocytes." However, 
none of these hypotheses explain the 
decrease in the number of epidermal 
melanocytes. The view that IGH may 
be a manifestation of the aging pro- 
cess in the melanin pigmentary sys- 
tem is attractive.’ 
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Keratosis Punctata of the Palmar Creases 


Robert M. Weiss, MD, James E. Rasmussen, MD 


* We determined the prevalence of ker- 
atosis punctata of the palmar creases in 
534 individuals. The group screened 
included patients, visitors, and staff in 
clinics and in a private office setting. The 
seven cases discovered were all found in 
black patients, representing 3.196 of this 
racial group. No relationship to arsenical 
agents, syphilis, or genetic factors could 
be ascertained by history. 

(Arch Dermatol 116:669-671, 1980) 


| geome punctata of the palmar 
creases has been considered an 
uncommon variant of keratosis punc- 
tata, which itself is considered a rare 
condition. Our interest in this topic 
began when one of us (J.E.R.) saw a 
26-year-old black male welder with 
symptomatic keratosis punetata con- 
fined to the palmar creases. Within 
the next several months, we and other 
members of our staff encountered 
three additional symptomatic black 
persons with keratosis punctata of the 
palmar ereases. In our clinical experi- 
ence, it appears that keratosis puncta- 
ta of the palmar creases is a relatively 
frequent finding in our black patient 
population. We therefore began a sur- 
vey to determine the prevalence of 
this condition with its possible asso- 
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ciations, and also reviewed previous 
cases reported in the literature. 


SUBJECTS AND METHODS 


This survey was conducted during the 
month of July in 1978 by the residents and 
faculty of the Department of Dermatology 
at the State University of New York at 
Buffalo. Our study population of 534 indi- 
viduals included patients, visitors, and 
staff in clinics (primarily dermatology) at 
the Buffalo General Hospital, Buffalo 
Veteran’s Administration Hospital, Buffa- 
lo Children’s Hospital, E. J. Meyer Memo- 
rial Hospital, and in the private office of 
one of us (J.E.R.). The study population 
ranged in age from 9 months to 91 years 
and had the following sex and racial char- 
acteristics: 


Other 

Racial 

B, W, Groups, 

No. (96) No. (96) No. (96) 

M 81 (15) 150 (28) (< 
F 143 (27) 157 (29) 2(< 1) 
Total 224 (42) 307 (57) 3) 


All individuals in the survey had both 
palms examined and, if positive for kerato- 


sis punctata, also had their soles evaluated. 
Data recorded for positive cases included 
the following: distribution of the keratosis 
punctata (diffuse or predominantly in pal- 


mar creases), presence or absence of  - 


involvement of the soles, symptoms, dura- _ 
tion, past or present history of syphilis, 
history of arsenic ingestion, and family 
history of keratosis punctata. 


RESULTS 


Of the 534 individuals surveyed, we — 


found seven cases of keratosis puncta- 
ta of the palmar creases and one case 
of diffuse keratosis punctata (Table 
1). Of the seven cases of keratosis 
punctata of the palmar creases, one 
individual had sparse involvement of 
his soles as well. 

All seven cases of keratosis puncta- 
ta of the palmar creases were in black 
patients, representing 3.1% of this 
group. Five cases were in women and 
two in men, with ages ranging from 
19 to 49 years. 

In all cases the findings were inci- 
dental, and only one case of keratosis 


Table 1.—Cases Positive for Keratosis Punctata Palmaris 


Involvement 
Age, yr/Sex* of Soles 


37/F 





*AII patients were black. 
TDiffuse involvement. 


Finding 
Incidental 


Duration 


Symptoms 


remember 
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punctata of the palmar creases was any of the patients and none had a hyperkeratotic plugs situated in cup- 
symptomatic. The condition had been family history of this condition. like depressions of the epidermis, pri- 
present from eight months to eight marily or exclusively limited to the 
years, with one patient stating that it COMMENT i larger flexion creases of the palms 
had been present as long as she could Gross and Microscopic Findings and digits (Fig 1 and 2). 

remember. No history of syphilis or Keratosis punctata of the palmar The histologic features of cases we 
arsenic ingestion was obtained from creases appears clinically as small have performed biopsies on (three 





Fig 3.—Massive keratin plug deeply invaginates Malpighian layer Fig 4.—Parakeratosis of horny plug (hematoxylin-eosin, x 400). 
(hematoxylin-eosin, x 100). 


Table 2.—Literature Review of Keratosis Punctata of the Palmar Creases 


Finding History of History of 
Age, yr/ Involvement Inci- Syphilis, Test Exposure to Family 























Race/Sex of Soles dental Symptoms Duration (Result) Arsenical Agents History 
Phillips’ 32/Unknown/M Yes No Yes 3 mo Kahn (nega- No No 
(1947) tive) 
Arnold* 32/W/M Not stated No Yes 3 yr Kolmer, Not stated Not stated 






(1947) specifically Wasser- 
mann (ne- 
gative) 














Scott et al 35/B/M Yes No 21 yr (Latent Yes, 1941 No 
(1951) syphi- 
lis,1941) 














No No 





30/B/M No No Yes 1% yr Not stated 







Scott et al 
(1951) 


Fischer et al’ 24/B/M Not stated VDRL (nega- 
1968) specifically tive) 


No Yes 1 yr No No 
( 
Harwell’ 24/Unknown/F Yes No Not stated 9 mo VDRL (nega- Not stated Yes, sister 
(1976) tive) 
Dupré et al* 32/B/M No No Yes 1 yr Not stated No Not stated 
(1977) " 
. 
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patients) are a central epidermal 
depression with loss of the granular 
layer and focal vertical parakeratosis 
in the horn overlying the depressed 
area. The epidermis at the base of the 
depressed area is thinned with some 
anastomosis of the rete ridges. A 
sparse mononuclear infiltrate may be 
seen around the capillaries in the der- 
mal papillae (Fig 3 and 4). Parakerato- 
sis was an inconsistent finding in the 
seven cases reviewed in the litera- 
ture. The cases of Phillips; Har- 
well,’ and Dupré et al' showed hyper- 
keratosis only. 


Review of the Literature 


Keratosis punctata has been consid- 
ered an uncommon entity in the past. 
In a series of approximately 6,100 
dermatology cases seen at two US 
Army general hospitals by Scott et al, 
where palms were examined as part of 
the routine physical examination, only 
three cases of keratosis punctata were 
observed, a prevalence of approxi- 
mately 1:2,000.° ; 

We found only seven case reports of 
keratosis punetata of the palmar 
creases in the literature (Table 2). 
Three of the seven reports also men- 
tion involvement of the soles. 


Present Series 


In our series, we observed seven ' 


cases of keratosis punctata of the pal- 


1. Costello MJ, Gibbs RC: The Palms and Soles 
in Medicine. Springfield, Ill, Charles C Thomas 
Publisher, 1967, pp 133-141. 

2. Phillips B: Cases of keratoderma punctata. 
Br Med J 2:689, 1947. 

3. Harwell WB: Keratosis punctata. Arch Der- 
matol 112:255-256, 1976. 
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mar creases and one case of diffuse 
keratosis punctata in 534 subjects. All 
cases were in black patients. The prev- 
alence of keratosis punctata of the 
palmar creases in black patients was 
3.1%. In our review of the literature, 
we found that only one case of kerato- 
sis punctata of the palmar creases was 
in a nonblack patient. Thus, it appears 
that keratosis punctata of the palmar. 
creases predominantly affects black 
persons and may be far more common 
than previously thought. It also 
appears that keratosis punctata of the 
palmar creases is occasionally seen 
with involvement of the soles as well. 
One of our seven patients and three of 
the seven patients described in the 
literature had involvement of the soles 
with punctate keratosis. 

The age range of our patients with 
keratosis punctata of the palmar 
creases and those described in the 
literature was 19 to 49 years and 24 to 
35 years, respectively, suggesting that 
this process occurs in young and mid- 
dle-aged adults. However, since this 
appears to be a chronic condition, it 
would not be surprising to find it in 
the elderly. 

Our examples of keratosis punctata 
of the palmar creases differ from the 
seven reported in the literature 
because all of our survey cases repre- 
sented incidental findings and only 
one was symptomatie, while only one 
case in the literature represented an 
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incidental finding and five of the — 
literature cases were symptomatic. 
Since we were actually surveying a 
group who had come to the hospital | 
for other reasons, it is not surprising — 
that most of our survey patients were 
asymptomatic. The four patients seen 
initially, and who motivated us to do 
the survey, were all symptomatic and 
came to us for treatment. The chief - 
symptom was tenderness, occurring — — 
particularly in the larger lesions. Only E 
surgical removal of the punctum alle- 
viated their symptoms. It is interest- — 
ing to note that in the one case in the 
literature where the finding was inci- 
dental, the process was also asympto- 
matic. a 

None of our patients with keratosis — 
punctata of the palmar creases had a | 
history of syphilis or arsenic inges- - 
tion. The literature reviewed men- . 
tioned one case with a history of both — 
latent syphilis and arsenic exposure in — 
the treatment of the syphilis. 

We did not obtain a positive family 
history in any of our patients with 
keratosis punctata of the palmar 
creases. One case reported in the liter- 
ature did have a positive family histo- 
ry, however; this patient had a sister 
with similar lesions. Since keratosis 
punctata is often asymptomatic, the 
reliability of a negative family history 
is not good. Direct observation of | 
family members in positive cases 
would be more fruitful. 







t 


Report of a case of a probable variant of Kyrie’s 
disease. Arch Dermato? Syphilol 55:633-638, 
1947. 

7. Fischer RW, Stamps P, Skipworth GB: A 
proposed variant of hyperkeratosis penetrans. 
Arch Dermatol 98:270-272, 1968. 


Acyclovir Topical Therapy of Cutaneous 


Herpes Simplex Virus Infection 


in Guinea Pigs 


No-Hee Park, DDS, PhD; Deborah Pavan-Langston, MD; Sandra L. McLean; Jonathan H. Lass, MD 


@ The chemotherapeutic efficacy of 
acyclovir was evaluated by observing the 
potential of topical acyclovir to reduce the 
severity of herpes viral lesions and to 
control the multiplication of this virus in 
the experimentally induced primary cuta- 
neous infection of guinea pigs. Topical 
acyclovir showed a substantially high 
therapeutic efficacy when treatment was 
initiated after the development of clinical- 
ly overt skin lesions. The therapeutic 
response was dose dependent and clearly 
evident even when the treatment was ini- 
tiated on day 2 after inoculation. Our 
results indicate that topical acyclovir 
treatment improved the cutaneous herpes 
simplex virus type 1 (HSV-1) infectious 
process by inhibiting multiplication of 
HSV-1 in the skin of guinea pigs. 

(Arch Dermatol 116:672-675, 1980) 


mportant efforts have been made in 
the search for antiherpes viral 
agents. The major emphasis in the 
quest for an effective form of antivi- 
ral chemotherapy is to find an agent 
that can safely cross the cellular mem- 
brane and attack the virus without 
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disrupting host cellular metabolism. 
Recently, acyclovir (9-[ (2-hydroxyeth- 
oxy)methyl] guanine) has been intro- 
duced as a novel antiviral agent that 
appears to meet those criteria.’ 

In vitro, acyclovir inhibits the mul- 
tiplieation of herpes simplex virus 
types 1 and 2 (HSV-1 and HSV-2), 
varicella-zoster virus, cytomegalovi- 
rus, and herpes virus B, but has no 
effect on vaccinia virus, adenovirus 
type 5, and a number of RNA viruses. 
Acyclovir is activated specifically by 
HSV-coded thymidine kinase. It is 
phosphorylated by HSV-specifie thy- 
midine kinase to form acyclovir mono- 
phosphate, and then acyclovir diphos- 
phate and triphosphate by viral or 
cellular nucleotide kinase. Acyclovir 
triphosphate acts by inhibition of viral 
DNA polymerase and may terminate 
the elongation of the viral DNA 
chain. An additional selective ad- 
vantage is that acyclovir triphosphate 
has a 30-fold greater affinity for viral 
DNA polymerase than for host cellu- 
lar polymerase in vitro. Thus, it 
principally affects only viral infected 
cells. 

In this study, we evaluated the 
chemotherapeutic efficacy of acyclo- 
vir in the cutaneous HSV lesion of 
guinea pigs by observing the potential 
of topical acyclovir to reduce the viral 
lesion scores and to control the multi- 
plieation of this virus in the skin. 
Cutaneous HSV infection in guinea 
pigs has been developed by Hubler et 
al' and used by Schafer et al^ Alenius 
and Oberg,” and Alenius et al’ as an 


effective model for the investigation 
of antiviral compounds. 


MATERIALS AND METHODS 
Virus 


Herpes simplex virus type 1, McKrae 
strain, was propagated on primary rabbit 


. kidney cells to yield a titer of 2.6 x 10* 


plaque-forming units per milliliter. This 
virus stock was stored at —75 °C until used 
in the current experiment. 


Animals and Inoculation Procedure 


Female guinea pigs weighing 300 to 400 
g were purchased. Six sites on the back of 
each guinea pig were inoculated with virus. 
After administration of phenobarbital 
sodium anesthesia (37 mg/kg given by 
intraperitoneal injection), hair was re- 
moved with electrical clippers followed by 
application of a chemical depilatory lotion. 
The skin was washed with warm water and 
dried with paper towels. Undiluted virus in 
a volume of 20 uL was then inoculated ten 
times with intradermal injections into each 
test site for a total of 60 injections per 
animal. A total of 54 animals was used in 
the study. 


Compound 


Five percent acyclovir ointment in a 
polyethyleneglycol base and polyethylene- 
glycol base (as placebo) were obtained. One 
percent and 3% acyclovir ointments were 
prepared from the 5% ointment in our 
laboratory. 


Treatment Plan and Evaluation 
of Therapeutic Efficacy 


Twenty-four animals inoculated with 
HSV-1 were divided into eight equal 
groups to determine the dose-dependent 
and time-dependent therapeutic efficacy 
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of acyclovir. The treatment courses for 
these groups were as follows: no treatment; 
placebo; 1% aeyclovir, started 48 hours 
after inoculation; 3% acyclovir, started 48 
hours after inoculation; 5% acyclovir, 
started three hours after inoculation; 5% 
acyclovir, started 24 hours after inocula- 
tion; 5% acyclovir, started 48 hours after 
inoculation; and 5% acyclovir, started 72 
hours after inoculation. The acyclovir and 
placebo ointments were applied topically 
four times per day for five consecutive 
days. Every two days, regrown hair was 
removed by depilatory treatment to aid 
visualization of the lesions. The sites of 
inoculation were observed at daily inter- 
vals from days 1 to 12 after inoculation. A 
daily average lesion seore and cumulative 
score. were calculated from the 18 sites of 
each treatment group (three animals in a 
group) and scored on a basis of 0 to 3 as 
follows: 0, no lesion; 0.5, erythema and 
slight edema; 1, erythema and one or two 
vesicles; 2, erythema and numerous small 
vesicles; and 3, numerous large vesicles, 
single or coalesced.* 


Determination of the 
Virus Titer in Skin 


In order to correlate the therapeutic 
efficacy of acyclovir with the virus content 
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following five equal 
placebo-treated, 1*6 acyclovir-treated, 3% 
acyclovir-treated and 6% aeyclovir-treated. 
All treatments were topically applied and 
initiated 48 hours after inoculation four 
times per day for five consecutive days. On 
days 4, 6, and 8 after inoculation, two 
animals from each group (12 inoculated 
areas per group) were killed and the inocu- 
lated areas were aseptically excised. They 
were weighed, pooled, and washed in ster- 
ile, normal saline solution. The tissue was 
then finely minced with scissors, homoge- 
nized, and made into a 10% suspension with 
sterile Hanks’ balanced salt solution, The 
suspension was frozen and thawed three 
times and centrifuged at 2,000 rpm for ten 
minutes at 4 °C. The supernatant fluid was 
then seriaily diluted and assayed in green 
monkey kidney eell monolayers using the 
ordinary plaque technique." 


RESULTS 
Dose-Response Effect of Acyclovir 


The development of cutaneous 
herpes simplex lesions in guinea pigs 
was similar to the pattern described 
by others for the natural course of the 
infection.*' On day 1 after inocula- 





Toups: nontreated, 


“lesion scores compared to that of the- 


| 


^r 
















showed one or two small vesicles 
(score, 0.5 to 1). On days Z and 3 after 
inoculation, the lesion scores reached - 
their peaks and remained unchanged 
until day 5, at which time they began 
to decline to scores below 2 from day 7 
after inoculation (Fig 1). The eumula- 
tive scores of nontreated and placebo- 
treated. lesions were 17 and 17.5, 
respectively. "e 
To observe the dose-response effect. 
of aeyelovir, three different concen- 
trations of acyclovir ointments (1%, 
3%, and 5%) were applied to the inocu- | 
lated areas. All treatments were ini- | 
tiated two days after inoculation and: 
continued for five consecutive day 
with four daily applications. On day 3 
after inoculation (one day after the 
initiation of treatment), only the 5° 
acyclovir-treated group showed a sig: 
nificant decrease (P «.05) in the 
average lesion scores in comparison to 
the placebo-treated group. However, 
on days 4 through 12 after inoculation, 
all acyclovir-treated groups showed a` 
Significant reduction in the average 


placebo-treated group (P < .05) (Fig: 
1) The cumulative lesion scores were 





6 8 10 12 
Days After Inoculation 


Fig t.—Dose-response effect of topical acyclovir treatment of 
herpes simplex virus type 1 cutaneous guinea pig infection. 
Treatments. were initiated 48 hours after inoculation with four 
daily applications for five days. Symbols are 0, placebo; x, 1% 
acyclovir ointment; triangle, 3% acyclovir ointment; and closed 
Circle, 5% acyclovir ointment. 
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Fig 2.—Time course of infection after initiating treatment with ` 
topical 596 acyclovir at different times. Topical treatment of skin 
infected by herpes simplex virus type 1 was initiated at different 
times after inoculation. Symbols are open circle, placebo-treated 
areas; closed triangle, treatment initiated three hours after inocu- 
lation; closed circle, treatment initiated one day after inoculation; 
open triangle, treatment initiated two days after inoculation; and 
X, treatment initiated three days after inoculation. 
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significantly reduced by topical acy- 
elovir treatments (1%; 7.8; 395, 1.6; and 
555, 5.7) in comparison to those of the 
nontreated or placebo-treated groups 
(P « .05). 


Time Dependence for Treatment 


-Figure 2 shows the influence of 
varying the time between inoculation 
and initiation of treatment with acy- 


5 elovir. Inoculated areas were treated 
“with 5% acyclovir ointment for five 


days starting at 3, 24, 48, and 72 hours 
inoculation. The earlier the 
treatment was initiated after viral 
inoculation, the better the therapeutic 


effect of acyclovir. When the treat- 


ment was initiated as late as two days 
after inoculation, a significant im- 


| provement in the disease process was 


observed (P < .05). However, such 
therapeutic activity of acyclovir was 
> not found when treatment was 
= started three days after inoculation. 


| The cumulative lesion scores were also 


significantly reduced by topical acy- 
clovir treatments initiated 3, 24, and 
48 hours after inoculation (P « .05); 
ihe. scores were 2.7, 42, and 5.7, 
respectively. However, the acyclovir 
treatment initiated 72 hours after ino- 
eulation did not significantly reduce 
the cumulative score in comparison to 
the nontreated or placebo-treated 
groups; the score was 15.9. 


Concentration of Virus in Skin 


Treatment with acyclovir resulted 
in a slight reduction of the infectious 
virus from skin samples on day 4 after 
inoculation (1.9 to 11.5 times less) com- 
pared to the nontreated groups (Ta- 
ble), On day 6 after inoculation, the 
virus titers of skin were significantly 
reduced (4.5 to 59 times less) in com- 

:parison to the nontreated group 
(P « .05). On day 8 after inoculation, 
acyclovir treatments notably reduced 
the level of virus in the skin and 
resulted in a virus titer approximately 
1,000 to 1,500 times less than that of 
the nontreated group. 
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None 
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277 + 31 







47 x 5*t 
24 + 2*1 


396 Acyclovir 
596 Acyclovir 








Effect of Topical Acyclovir Treatments on the Virus Content 
in the Skin of Guinea Pigs 


Virus Titer (x 10" Plaque-Forming Units per Gram of Skin), 


196 Acyclovir 149 + 24 13 + 2* 0.03 + 0.01* 


COMMENT 
Several antiviral agents have shown 
promise in the management of HSV 
infections in animals and humans. 
Idoxuridine, vidarabine, and trifluri- 
dine topical applications are useful for 
the treatment of herpes epithelial ker- 
atitis in man." Administration of 
vidarabine for systemic effect is 
effective in herpes encephalitis in 
laboratory animals" and in hu- 
mans, as well as in immunosup- 
pressed patients with severe mucocu- 
taneous herpes zoster infections." 
Idoxuridine given for systemic ef- 
fect was shown to prevent lesion for- 


. mation and to inhibit virus replication 


completely in rabbit skin when admin- 
istered prior to viral inoculation. Yet, 
this treatment failed to improve the 
disease process when initiated after 
establishment of cutaneous HSV in- 
fections in rabbit skin.'^ Topical idox- 
uridine treatment has shown less than 
satisfactory results in cutaneous HSV 
infections in guinea pigs and man. 
Vidarabine given for systemic effect 
prevented the fatal outcome of HSV- 
induced skin infection in hairless 
mice." Vidarabine given for sys- 
temic effect also showed an important 
therapeutie activity in the cutaneous 
HSV lesions of guinea pigs.* However, 
topieal vidarabine was not therapeuti- 
eally active in the HSV of guinea pig 
models* and in herpes labialis in 
humans.^ Phosphonoacetic acid has 
been shown to prevent the appearance 
of HSV-induced skin lesions and sub- 
sequent CNS involvement in hairless 
mice; it was highly effective in pre- 
venting the establishment of latent 
HSV infections in the sensory gan- 
glia^ in addition to having the best 
therapeutic activity in the treatment 
of cutaneous HSV infection in guinea 
pigs Trisodium phosphonoformate 
was recently introduced as a novel 
derivative of phosphonoacetic acid 
and reported to be therapeutieally 
active against cutaneous HSV infec- 
tions in the guinea pig." 


Days After inoculation 









6 
59 + 6 
62 + 9 






3122 
28 + 5 


3 + 0.3*t 
| 1x 04*ff 


0.03 + 0.05* 
0.02 + 0.001* 





*Significantly different (P < .05) from nontreated or placebo-treated group (Student's t test). 
+Significantly different (P < .05) from 1% acyclovir-treated group (Student's t test). 
{Significantly different (P < .05) from 3% acyclovir-treated group (Student's t test). 
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<> Aeyelovir has recently emerged as 


an effective and selective inhibitor of 
HSV replication. Schaeffer et al 
showed that acyclovir in ointment 
concentrations from 0.395 to 3% was 
effective against established HSV 
epithelial keratitis in rabbits and was 
well tolerated. Pavan-Langston et al” 
recently reported a eontrolled study of 
the activities of 3% acyelovir, 0.5% 
idoxuridine, and 8% vidarabine oint- 
ments against experimental HSV ker- 
atitis in rabbits. Acyclovir was consid- 
erably more aetive than idoxuridine 
and vidarabine, producing more rapid 
healing and showing no substantial 
toxicity. We have also recently re- 
ported the excellent effect of acyclovir 
given for systemie effect on experi- 
mental HSV encephalitis in mice and 
in reducing latent HSV titers in the 
trigeminal ganglia of mice.^** The 
therapeutic accomplishments of non- 
toxie doses of acyclovir were compara- 
ble to those of maximally tolerated 
doses of vidarabine. Kaufman et al” 
reported that acyclovir administered 
parenterally was effective in treating 
herpetic iritis in rabbits and pre- 
vented death from encephalitis. 

Our experiment was designed 'to 
evaluate the chemotherapeutic effica- 
cy of acyclovir against experimental 
cutaneous HSV-1 infection in guinea 
pigs, responses being measured in 
terms of the cumulative scores, aver- 
age lesion score, and viral titer in skin. 
These studies indicate that topical 
acyclovir treatment is highly effective 
in a guinea pig model system of cu- 
taneous HSV-1 infection. Acyclovir 
treatment showed good therapeutic 
activity even when the treatment was 
started after the vesicles had ap- 
peared. Moreover, the drug signifi- 
cantly reduced the cumulative lesion 
scores and average daily lesion score 
in a dose-dependent fashion in com- 
parison to those of the nontreatment 
or placebo-treated groups. No clinical 
differences were noted, however, for 
1% vs 396 concentrations of the drug, 
although the concentration of virus in 
skin was notably decreased in a dose- 
dependent fashion with acyclovir 
treatment during and following the 
treatment period. The skin eontent of 
the infectious virus, however, did not 
correlate closely with the average dai- 
ly lesion scores of the placebo- and 
acyclovir-treated groups. Nonetheless, 
it is likely that the clinical improve- 
ment was the result of the reduction 
in virus titer. Since several reports?!" 
have indieated the close relationship 
between clinical course and virus con- 
tent in herpes labialis, our results sug- 
gest the possible usefulness of topical 
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acyclovir for the treatment of herpes 
labialis or other cutaneous HSV-1 
infections in humans. 

When acyclovir treatment was ini- 
tiated three hours or one day after 
virus inoculation, acyclovir almost 
completely prevented the formation 
of vesicles. This indicates that antivi- 
ral agents should be administered 
before the completion of viral replica- 
tion for their best therapeutic effect. 
Topical acyclovir, furthermore, 
showed a good therapeutic effect even 
when applied two days after inocula- 
tion. When aeyclovir treatment was 
started three days after inoculation, 
however, the therapeutic efficacy of 
acyclovir was lost. Acyclovir exerts its 
antiviral activity by inhibiting viral 
DNA replication’ Therefore, if acy- 
clovir is applied during the period in 


l Elion GB, Furman PA, Fyfe JA, et al: 
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Thymidine kinase from herpes simplex virus 
phosphorylates the new antiviral compound, 9- 
(Z-hydroxyethoxymethyl) guanine. J Biol Chem 

 253:8721-8727, 1978. 
oo ae Hubler WR Jr, Troy DF, Troll D, et al: 
i: Guinea pig model for cutaneous herpes simplex 
“Mirus infection, J Invest Dermatol 62:92:95, 
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Cutaneous herpes simplex virus infection of 
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py. Ann NY Acad Sei 284:624-631, 1977. 
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which virus does not actively replieate, 
we may fail to demonstrate the sub- 
stantial chemotherapeutie effieaey of 
the drug. Schafer et al* found that the 
HSV content of guinea pig skin was 
maximally inereased between 12 and 
24 hours after infection. We assume 
that the failure of treatment with 


acyclovir therapy that was started. 


three days after inoculation may be 
due to the near completion of viral 
replication in the skin when the treat- 
ment was initiated. For optimal 
chemotherapeutic efficacy, therefore, 
topical acyelovir treatment must be 
initiated before day 2 after inocula- 
tion in guinea pigs. 

In summary, topical acyclovir treat- 
ment resulted in a substantial im- 
provement of cutaneous HSV-1 infec- 
tions of guinea pigs. Therefore, this 
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drug must be further investigated as 
an effective approach for the treat- 
ment of cutaneous and mucous mem: 
brane HSV-1 infections. 
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<$. Three patients with erythematotelan- 
giectatic rosacea were examined using 
infrared photography. The vascular pat- 
rns in the malar areas of all the patients. 
were completely obliterated in the photo- 

'aphs. A review of the results of infrared 
studies on other cutaneous vascular 
lesions indicates that the disorder in rosa- 
cea is not associated with the superficial, 
coltecting veins. 

“(Arch Dermatol 116:676-678, 1980) 








hortly after the development of 
.) plates that were sufficiently sen- 
sitive to infrared radiation to allow a 
_ short exposure time, infrared photog- 
|oraphy was independently employed by 

several workers to study cutaneous 
~ vascular structures. With infrared 
photography, Jones’ demonstrated 
< collateral venous circulation in the 
"abdominal wall of patients with portal 
“obstruction when it could not. be 
“detected. by the usual clinical methods. 
"^Massopust? recorded the increase in 
|. size of superficial veins during preg- 
| -naney and their postpartum return to 
«normal size. He also clearly docu- 
“mented the tortuous superficial veins 
"Sdn deep venous obstruction Masso- 
C. pust and Gardner classified the dif- 
















Aecepted for publication Oct 26, 1979. 

From the Department of Dermatology, Uni- 
versity of Texas Medical School at Houston (Dr 
Wilkin) and the Department of Medical Ilustra- 
tion, Veteràns Administration Hospital, Mem- 
phis (Mr Josephs). 

Reprint requests to Department of Dermatolo- 
gy, University of Texas Medical School at Hous- 
ton, 6431 Fannin, Houston, TX 77030 (Dr Wil 
kin). 


676 Arch Dermatol Vol 116, June 1980 








ferent anatomical patterns of the 
superficial. thoracic veins in women, 
including the venous drainage of the 
breasts. They also studied patients 
with breast complaints, noting the 
utility of the infrared phlebogram in 
the differentiation of breast tumors.’ 

Although Massopust^ first observed 
obliteration of the vaseular pattern of 
psoriatie plaques in infrared photo- 
graphs, it was Bean'* who widely 
employed infrared photography to 
study cutaneous vascular lesions (Ta- 
ble). 





Infrared Photographic Studies of Rosacea 


|^ Jonathan K. Wilkin, MD, Joseph A. Josephs 


Sinee we could not find any pre- 
viously reported infrared studies of 
rosacea, a frequently encountered 
cutaneous vascular disorder, we exam- 
ined the  erythematotelangiectatic 
type of rosacea with. standard in- 
frared photography. 


MATERIALS AND METHODS 


Three patients with erythematotelan- 
giectatie rosacea were studied (Fig 1 
through 3). They all had telangiectasia and 
erythema in the malar areas, In all cases, 
there was a history of strong flushing 


Visible Vascular Patterris of Cutaneous Conditions With Infrared Photography 


Visible- With 
Infrared 


Cutaneous Condition 


Arterial spiders (nevus 
araneus) 


Carcinoid flush 
Carcinoid pallor 
Carcinoid cyanosis 


Klippel-Trenaunay-We- 
ber syndrome 





No 





Photography 





Blue rubber-bleb nevi : 
Erythema ab igne Yes 
Carcinomatous vascular Yes 
metastases 
Venous stars 
Caviar lesions 
Cutaneous veins 


Yes 








Venous varicosities 


Cutaneous portal anas- 
tomotic veins 


Paimar erythema 
Osler's disease 


Erythematotelangiectatic 
rosacea 








Yes/No 


Jones'; Massopust^**; 
Massopust and 
Gardner** 


Massopust’; Beant 
Jones’ 


Bean* 
Bean" 
Present series 
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Fig 2.—Left, Case 2. Patient with erythema- 
totelangiectatic rosacea. Right, Vascular 
pattern is obliterated with infrared photog- 
raphy. 





Fig 4.—Left, Foot of control subject who 
had varicosities and stasis eczema. Right, 
Vascular pattern is still evident with 
infrared photography. 
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Fig 1.—Left, Case 1. Patient with erythema- 
totelangiectatic rosacea. Right, Vascular 
pattern is obliterated with infrared photog- 


raphy. 


Fig 3.—Left, Case 3. Patient with erythema- 
totelangiectatic rosacea. Right, Vascular 
pattern is obliterated with infrared photog- 


raphy. 
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reactions, both spontaneously and asso- 
ciated with certain foods. 

One patient with stasis dermatitis and a 
history of deep, venous thrombosis was 
examined as a control, since the infrared 
findings have been established for venous 
thrombosis (Fig 4). He had pedal and ankle 
edema, which increased with prolonged 
standing, hemosiderin deposits, ankle ecze- 
ma, and large venous varices on the lower 
part of the leg. 

A normal subject with no cutaneous clin- 
ical changes on the face was also examined 
(Fig 5). In the absence of any substantial 
cutaneous clinieal changes on the face 
involving superficial blood vessels, the skin 
merely appears chalky* (Fig 5). 

All patients were photographed with 
studio lighting consisting of two 200-W/s 
electronic flash units with 40-em reflectors 
and diffusers. The lights were set at an 
angle between 45° and 55°. A high-speed 
infrared film (Kodak-2481) was used in a 
camera (Nikon) with a 105-mm lens (Nova- 
flex) and a red filter (Wratten No. 25). 
Exposure factors were f/32 and 1/60 s. The 
film was processed in a high-contrast 
developer (Kodak D-19) for eight minutes 
at 20 °C; this was followed by routine 
fixing, washing, and drying. Special care 
was taken to load and unload the camera in 
total darkness. 


1. Jones E: The demonstration of collateral 
venous circulation in the abdominal wall by 
means of infra-red photography. Am J Med Sci 
190:478-485, 1935. 

2. Massopust LC: Infra-red photographic 
study of the changing pattern of the superficial 
veins in a case of human pregnancy. Surg Gyne- 
col Obstet 63:86-89, 1936. 

3. Massopust LC: Infrared photography. J Biol 
Photogr Assoc 13:139-145, 1945. 

4. Massopust LC, Gardner WD: Infrared pho- 
tographic studies of the superficial thoracic veins 
in the female. Surg Gynecol Obstet 91:717-727, 
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Fig 5.—Left, Normal subject. Right, Skin merely appears chalky with infrared photography. 


RESULTS 


In all three patients with erythema- 
totelangiectatic rosacea, the vascular 
pattern was obliterated in infrared 
photography. As expected, the dilated 
veins in the region of the stasis ecze- 
ma were quite prominent in the con- 
trol subject. 


COMMENT 


The total absence of vascular pat- 
terns with infrared photography is in 
striking contrast to the visible abun- 
dance of dilated vessels in erythema- 
totelangiectatie rosacea. In the ab- 
sence of any cutaneous clinical 
changes in the face, wrinkle lines are 
accentuated, the skin appears pale, 
the lips are light, and no vascular 
patterns are visible? (Fig 5). While we 
are unaware of similar studies in rosa- 
cea, the phenomena of enhancement 
and obliteration of vascular patterns, 
demonstrable by infrared techniques, 
are well known. Bean‘ concluded, 
somewhat disappointedly, that this 
technique could not provide differen- 
tiation between arterial (red) and 
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venous (blue) structures. Thus, while 
arterial spiders are usually absent and 
venous stars are usually preserved in 
infrared photographs, the lesions of 
hereditary hemorrhagic telangiecta- 
sia are obliterated. Electron micros- 
copy has confirmed the venular nature 
of these lesions." Perhaps a closer cor- 
relation is found in the relationship 
between the cutaneous vascular le- 
sions to the larger, superficial, collect- 
ing venules, and veins close beneath 
the epidermis over the entire body," 
where the hemoglobin is markedly 
reduced and stasis is frequent (Ta- 
ble). 

Since the superficial, collecting, 
venous pattern was not observed in 
our patients with erythematotelan- 
giectatic rosacea, the abnormalities lie 
in the proximal vessels. If this inter- 
pretation is correct, then these results 
are compatible with the studies of 
Borrie,'''* who concluded that the col- 
or change in rosacea is due to dilation 
of the nonmuscular endothelial capil- 
laries and venules. 
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Case Reports 


Childhood Pemphigus Foliaceus 


Report of a Case 


Leo Sotiriou, MD; Sidney Herszenson, MD; Robert E. Jordon, MD 


* A case is reported of a 4-year-old 
black boy with pemphigus foliaceus. The 
patient is unusual because of age, sex, 
race, and distribution of lesions. Confir- 
mation of diagnosis was made by both 
routine histopathology and direct immu- 
nofluorescence microscopy. The patient 
responded rapidly to prednisone thera- 
py. 

(Arch Dermatol 116:679-680, 1980) 


emphigus foliaceus is a disease 

that mainly affects the elderly 
but may also affect children.'’ The 
adult form frequently begins with a 
few slowly spreading lesions scattered 
about the head and upper part of the 
trunk in a seborrheic dermatitis-like 
distribution. Oral lesions are usually 
absent. The most common clinical 
finding in the childhood form is grad- 
ually spreading eczematized scaly 
plaques starting on the upper extrem- 
ities with eventual evolution of bullae 
and superficial crusts.’ The histologic 
changes seen in both adult and child- 
hood pemphigus foliaceus include 
acantholysis in the granular layer of 
the epidermis and formation of clefts 
and bullae that may contain acantho- 
lytic cells. We wish to report an addi- 
tional case of childhood pemphigus 
foliaceus that is unusual because of 
age, sex, race, and distribution of 
lesions. 


REPORT OF A CASE 


A 4-year-old black boy came to the Mil- 
waukee County General Hospital Derma- 
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tology Clinic with a four-month history of a 
blistering eruption of the lower extremi- 
ties and abdomen. During the initial epi- 
sode, he had been seen and his condition 
evaluated at another medical facility. 
Laboratory study results, including those 
of histopathology and immunofluorescence 
(IF) microscopy, determined at that time, 
were suggestive of pemphigus. The patient 
began receiving 15 mg of oral prednisone 
daily and 250 mg of oral erythromycin 
three times daily with resolution of lesions, 
but he was then unavailable for follow-up 
care. 

When first seen at our clinic, the patient 
had not taken prednisone for approximate- 
ly two months; his lesions had begun to 
reappear shortly after prednisone therapy 
had been discontinued. On examination, 
there were several tense bullae on the 
lower extremities and lower part of the 
abdomen (Fig 1). Several healed hyperpig- 
mented lesions with scarring were also 
present. Repeated biopsy for histopatho- 
logic, direct IF, and indirect IF studies 
was performed. Histopathologic findings 
showed intraepidermal bullae with a few 








acantholytic cells and chronic inflamma- 
tion. The diagnosis was “consistent with 
pemphigus foliaceus” (Fig 2). Direct IF 
microscopy showed IgG, C3 (Fig 3), and 
fibrin in an intercellular location with IgM 
present around some of the blood vessels, 
findings consistent with pemphigus. Indi- 
rect IF microscopy was negative. No micro- 
organisms grew in a culture of vesicle 
fluid. Despite the unusual clinical manifes- 
tation, a diagnosis of pemphigus foliaceus 
was made, and oral prednisone therapy 
was again started at a dosage of 25 mg 
daily. The patient’s lesions resolved within 
two weeks. The patient’s disease remained 
in clinical remission with a dosage of 20 mg 
of prednisone every other day. 


COMMENT 


Pemphigus foliaceus is a rare dis- 
ease in children. To our knowledge, 
this is the first reported case of pem- 
phigus foliaceus in a black child. Six 
previous cases (Table) have been docu- 
mented in the literature." The 


Figure 1.—Left, Typical crusted lesions 
(arrows). Right, Superficial bullae (arrows) 
of upper part of abdomen with postinflam- 
matory changes. 
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Fig 2.—Histopathology demonstrates intraepidermal bullae formation high in epidermis. 
A few acantholytic and chronic inflammatory cells are seen (hematoxylin-eosin, 
x 200). 





Fig 3.—Direct immunofluorescent staining of lesional skin showing deposition of C3 in 
intracellular areas. 


Summary of Reported Cases of Childhood Pemphigus Foliaceus 


















Previous 
Age, Provisional Immunofluo- 
Source Diagnosis rescence 


5/F Richter? 1950 
11/F Perry? 1961 

5/F Perry and Brunsting* 1965 Dermatitis 

6/F Petratos and An- 1967 Insect bites 

drade* 
3/M Schroeter et al 1969 Seborrheic derma- Intercellular staining 
titis 

1%2/F Kahn and Lewis’ 1971 Impetigo Intercellular staining 
4/M This report 1978 Impetigo Intercellular staining 
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youngest child was 18 months of age. 
Five of the patients were girls. The 
usual clinical findings in these chil- 
dren were eczematized scaly plaques 
starting on the upper extremities with 
eventual evolution of bullae and 
superficial crusts and gradual spread 
of the eruption over a period of weeks. 
As in our patient, none of the reported 
cases"! had oral involvement, a find- 
ing common with pemphigus foliaceus 
in adults. Five of the six previously 
described patients responded to topi- 
cal steroids with and without occlu- 
sion. The sixth patient, a boy, re- 
sponded only to high doses of oral 
corticosteroids. The natural course of 
the disease is to involute gradually 
and subside completely. As in the 
adult form, reports suggest that child- 
hood pemphigus foliaceus generally is 
a much less severe disease than child- 
hood pemphigus vulgaris.' 

Our patient was unusual because of 
the age of onset, race, sex, and loca- 
tion of lesions. This male patient’s 
lesions were localized to the lower part 
of the abdomen and extremities rath- 
er than to the upper part of the trunk 
and extremities, as in the other 
reported cases. In our patient, the 
diagnosis was established by both 
characteristic histopathologic and pos- 
itive direct IF microscopy findings. 
Only two of the previously reported 
cases were confirmed by immuno- 
pathologic findings. 

Pemphigus foliaceus in children is 
extremely rare. The diagnosis may be 
missed because more common derma- 
toses are considered first. Early histo- 
pathologie and IF microscopy studies 
are essential for confirmation of this 
unusual and interesting disease. 
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Bullous Dermatosis and Myeloma 


Monoclonal Anticytoplasmie Antibody Activity 


Philippe Vincendeau, MD; Alain Claudy, MD; Jean Thivolet, MD; Roger Tessier, MD; Lucien Texier, MD 


* Acase of a recurrent bullous eruption 
in a patient who had myeloma is reported. 
This eruption was differentiated from 
pemphigus and bullous pemphigoid by 
the histological and immunological find- 
ings. In addition, antibodies against the 
cytoplasm of basal cell layer cells in the 
human epidermis were detected in the 
patient's serum and in diseased skin. The 
myelomatous monoclonal protein and the 
antibody fixed on the cell cytoplasm had 
an identifical isotypical marker. 

(Arch Dermatol 116:681-682, 1980) 


D myeloma, skin lesions most com- 
monly include amyloidosis, cryo- 
globulinemia, cutaneous hemorrhages, 
and pyoderma gangrenosum.'? Cuta- 
neous plasmacytoma, xanthoma, ery- 
throderma, ichthyosiform eruptions, 
and bullous lesions are uncommon. 
The association of malignant neo- 
plasms and vesicobullous skin erup- 
tions has been recognized since 
1909.7. 

Human circulating antibodies to 
epidermal cytoplasmic antigens are 
common. Three distinct patterns of 
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Fig 1.—Bulla on left side of upper part of back shortly after first 
admission. 
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epidermal cytoplasmic fluorescence 
can be seen with indirect immuno- 
fluorescence microscopy on human 
normal skin cryostat sections.^* One is 
an upper epidermal cytoplasmic pat- 
tern, where the fluorescence is seen 
only in the upper and middle epider- 
mis, with sparing of the basal cell 
layer. The second is a general epider- 
mal cytoplasmic pattern, involving the 
whole epidermis. The third is a basal 
cell cytoplasmic pattern, restricted to 
the basal cell layer of the epidermis. 
These patterns are probably produced 
by antibodies to several different 
cytoplasmic antigens, and there is 
growing evidence that a number of 
antigens are present in the cytoplasm 
of human epidermal cells, differing by 
their locations in distinct layers of the 
epidermis. Antibodies to upper-layer 
antigens occur most frequently.* Anti- 
bodies to basal cell antigens are rare 
and have been reported in patients 
with drug reactions, burns, pem- 
phigus, bullous pemphigoid,* and hem- 
atological diseases." 

In this report, we present the clini- 
cal, histological, and immunological 
findings of a patient with myeloma 
who had bullous dermatosis and in 
whom serum basal cell layer antibody 
was detected. The results of some of 
our findings suggest that the my- 
eloma protein could possess the anti- 
cytoplasmic activity. 


REPORT OF A CASE 


A 61-year-old man presenting with 
asthenia and anorexia was hospitalized in 
1977 for a febrile pneumonopathy. Except 
for some bronchial rales, the initial medical 
examination results were normal. During 
hospitalization, disseminated bullous der- 
matitis developed. 

History at that time indicated that iden- 
tical lesions had appeared and disappeared 
three times during the previous two years, 
On examination, the lesions were serohem- 
orrhagie vesicles, filled with a yellow liquid 
and measuring about 1 cm in diameter (Fig 
1) They were disseminated over the chest, 
arms, and legs. Nikolsky's sign was not 
demonstrated. There was no mucosal 
involvement. 

Routine laboratory examinations indi- 
cated anemia, elevated sedimentation rate, 
and hyperproteinemia. Serum electropho- 
resis demonstrated a sharp y-globulin spike 
and 52 g/L y-globulin. Immunoelectropho- 
resis showed a monoclonal peak of IgG 
with A light chains. The IgG3 was detected 
by specific antihuman subclass IgG sera. 
Bence Jones protein was not detected. 
Bone marrow examination showed an 
increase in plasma cells (20%), which sup- 
ported the diagnosis of myeloma. Filling 
defects were observed on skull radiogra- 
phy. A biopsy specimen from involved skin 
showed a subepidermal bulla that did not 
contain eosinophils and a moderate lym- 
phocytic infiltrate around small blood ves- 
sels; acantholysis was not observed 
(Fig 2). 

The patient’s serum was studied on 
organ sections and sections of rabbit lip 





Fig 2.—Subepidermal bulla without eosinophils and mild lympho- 
cytic infiltrate (hematoxylin-eosin, original magnification x 100). 
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Fig 3.—Indirect immunofluorescence mi- 
croscopy on rabbit lip. Note positive stain- 
ing of outer cell layer of hair follicle 
(x 200). 


(Fig 3) and human skin by indirect immu- 
nofluorescence microscopy. Using fluores- 
cein-labeled rabbit antihuman IgG, A, and 
IgG3 conjugates, we observed positive 
staining of the eytoplasm of cells in the 
basal cell layer of the epidermis. There was 
no nuclear, basement membrane zone, or 
intercellular staining. 

In involved skin, direct immunofluores- 
cence microscopy showed positive staining 
of basal epidermal cells with fluorescein- 
labeled rabbit antihuman IgG, A, and IgG3 
conjugates (Fig 4), whereas in uninvolved 
skin the results were negative. No Clq or 
C3 deposits were noted and no other immu- 
noglobulins were present. 

Treatment with melphalan was initiated 
and the patient was discharged from the 
hospital. A few months later he was hospi- 
talized again for a new, similar eruption 
and deterioration of his general health. 
There was widespread dissemination of 
myeloma, mainly involving the ribs and 
lungs; death occurred shortly thereafter. A 
postmortem examination was not done. 


COMMENT 


Bullous dermatoses that do not 
satisfy histological and immunological 
criteria for known bullous diseases 
have been described in patients with 
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Fig 4.—Fluorescent microscopy of in- 


volved skin stained with fluorescein 
labeled anti-IgG3. Note positive staining of 
cytoplasm of basal cell layer of epidermis 
( x 200). 


myeloma. 

Myeloma is considered a neoplastic 
proliferation of a single cell line of 
plasma cells producing a monoclonal 
protein. Immunofluorescence micros- 
copy studies of our patient’s serum 
and skin indicated anticytoplasmic 
antibodies to basal epidermal cells 
that have the same isotypical marker 
as the myelomatous monoclonal pro- 
tein. Similar antibodies have been 
reported in patients with bullous dis- 
orders such as bullous pemphigoid and 
pemphigus’ and in subjects who have 
had bone marrow transplantation and 
have acquired skin lesions.'' 

Our findings suggest that the anti- 
cytoplasmic antibody activity could be 
attributed to the myelomatous protein 
in this patient. Various antibody 
activities of human myeloma immuno- 
globulins have been described (anti- 
erythrocyte, antistreptolysin O, anti- 
staphylolysin, antilipoprotein, and an- 
titransferrin)" but antibody activity 
directed against human  nucleated 
cells has seldom been found." 

Isolation of the Fab fragment of the 
immunoglobulins, fixation, and inhi- 
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bition studies will aid in determining 
whether the anticytoplasmic antibody 
to human epidermal cells is linked to 
this myelomatous protein. 

The pathogenetic role of the mono- 
clonal protein is unknown. It is tempt- 
ing to establish a link between 
myeloma and the bullous dermatosis 
through the action of the anticytoplas- 
mic antibody. In pemphigus, the role 
of intercellular substance antibodies 
(with or without complement), local- 
ized to and reacting precisely at the 
site of the primary histopathologic 
lesion, is considered pathogenic.'^'* In 
bullous pemphigoid, ultrastructural lo- 
calization of in vivo bound comple- 
ment corresponds to the site of Ig 
deposits and to the site where the 
blister is formed, suggesting that 
antigen antibody complexes, together 
with complement, might initiate blis- 
ter formation." In our study, we were 
not able to determine the exact ultra- 
structural localization of blistering. 
Therefore, we could not establish the 
relation of the antibodies to the patho- 
genie mechanism of the bulla. The 
pathogenic role of myelomatous pro- 
tein, if one exists, can only he hypo- 
thesized. Nevertheless, the absence of 
C3 fixation in the patient's involved 
skin sites would seem to rule out 
immune cell lysis mediated through 
complement activation. 

The biologieal and clinical signifi- 
cance of epidermal cytoplasmic anti- 
gens is still unknown. These antigens, 
unrelated to blood or HLA antigens, 
are nonspecies specific, but are tissue 
specific, and are thought to reflect the 
stage of epidermal cell differentia- 
tion." 
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Angiosarcoma (Angioendothelioma) 


of the Scalp 


An Unusual Case of Scarring Alopecia 


Timothy E. Knight, MD; Harry M. Robinson, Jr, MD; Bahram Sina, MD 


* Angiosarcoma with initial involve- 
ment of the scalp is a rare, malignant 
neoplasm. We present the case of a 77- 
year-old woman in whom extensive scar- 
ring alopecia developed that was proved 
histologically to be due to angiosarcoma. 
She had a good initial response to treat- 
ment with electron-beam therapy, but 
after seven months, extensive nodules 
and indurated areas on the face beyond 
the borders of the radiation field devel- 
oped. Subsequently, massive cervical 
adenopathy and metastases to the lungs, 
liver, and spleen developed. Angiosarco- 
ma must be differentiated from other ma- 
lignant blood vessel tumors and should 
be considered in the differential diagnosis 
of scarring alopecia of the scalp in elderly 
patients. 

(Arch Dermatol 116:683-686, 1980) 


riiosareomná (angioendothelioma), 
a rare malignant neoplasm, is a 
cause of scarring alopecia. The follow- 
ing case is reported because of the 
unusual feature of alopecia as the 
initial clinical sign of involvement 
with this tumor. 


REPORT OF A CASE 


This 77-year-old woman was first seen in 
consultation on Feb 11, 1978. She stated 
that on Oct 15, 1977, she was given a 
permanent wave by a beautician. One week 
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later, some itching and burning developed 
in her scalp, and soon thereafter she began 
to notice some patchy hair loss. As the 
condition progressed, swelling developed 
on the forehead and in the skin below her 
eyes. Persistent red spots developed on the 
nose and cheeks. A local physician treated 
her with oral prednisone and topical medi- 
cations without any beneficial effect. 
Except for the present illness, her general 
health had been good. She gave no history 
of allergie disorders or intolerance to med- 
ications. 

Examination revealed an elderly woman 
who dabbed at her face constantly with a 
tissue. The objective findings were con- 
fined to the head. There was alopecia that 
extended from the frontal and both tem- 
poroparietal areas to the vertex of the scalp 
(Color Fig 1). There was some remaining 
hair on the back and sides of the head. The 
skin in the involved area was erythema- 
tous, and all follicular orifices were obliter- 
ated, presenting the picture of a scarring 
alopecia. Some scattered, adherent, serous 
crusts were present over the surface of the 
bald area. There was erythema and edema 
of the forehead with scattered small serous 
crusts on the surface. There was moderate 
edema and erythema of the infraocular 
area. Serous crust formation was present 
over the nose and nasolabial folds. Vascular 
dilation was present on the nose and 
cheeks. There was no regional lymphade- 
nopathy. 


Laboratory Studies 


The WBC count on admission was 
11,600/cu mm with a normal differential 
cell count. The hematocrit reading and 
hemoglobin determination were 44.5% and 
14.2 g, respectively. The following test 
results were all negative or within normal 


limits: prothrombin time-partial thrombo- 
plastin time, rapid plasma reagent, serum 
iron, serum electrolyte, urinalysis, alkaline 
phosphatase, creatinine phosphokinase, 
SGOT, SGPT, lactic dehydrogenase, biliru- 
bin, albumin-protein, uric acid, and stool 
guaiac. The chest roentgenogram was 
normal, and a liver-spleen scan showed no 
abnormalities. Bilateral xerography was 
normal. The ECG showed minor nonspe- 
cific repolarization changes. Proctoscopy 
was normal to 20.0 em. 


HISTOPATHOLOGIC FINDINGS 


Three biopsies were performed, one each 
from the vertex and each temporoparietal 
area. Two sections from these were fixed 
and stained with hematoxylin-eosin, Mas- 
son stain, modified Gomori's stain, and 
PAS. The specimen submitted for electron 
microscopy was fixed in phosphate-buf- 
fered 4% formaldehyde and embedded in 
an epoxy resin. 

The stained specimens showed diffuse 
dermal involvement with neoplastic tissue. 
The endothelial cells obliterated the adnex- 
al structures and formed irregular, anasto- 
mosing, vascular channels lined by abnor- 
mal protruding hyperchromatic cells (Color 
Fig 2). The lining of the vascular spaces 
was occasionally more than one cell layer in 
depth and showed frond-like projections 
into the lumen. In many areas, vessel for- 
mation was primitive or not apparent. The 
cells were arranged in confluent sheets or 
cords (Color Fig 3). 

The specimen stained for reticulum 
(modified Gomori’s stain) (Color Fig 4) 
showed proliferating endothelial cells sur- 
rounded by fine reticulum. In the cellular 
area, the reticulum surrounded groups of 
cells and formed compartments. 

The electron mierographs showed small 
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Color Fig 1.—Scalp showing scarring alo- 
pecia that involves frontal, parietal, and 
occipital areas. Hair growth on sides and 
back of head is normal. 





Color Fig 4.—Proliferating endothelial cells 
are surrounded by fine reticulum. In cellu- 
lar area, reticulum surrounds groups of 
cells and forms compartments (modified 
Gomori's stain, x 100). 





Color Fig 2.—Dermis is invaded by prolifer- 
ating vascular channels with papillary pro- 
jections. There are prominent fixed and 
floating endothelial cells (hematoxylin- 
eosin, x 40). 


Color Fig 5.—Specimen obtained six 
months following radiation therapy shows 
bizarre fibroblasts (hematoxylin-eosin, 
x 450). 





rounded nuclei surrounding small space containing an RBC ( x 7,500). 
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Color Fig 3.—Specimen shows features of 
abnormal endothelial cells (hematoxylin- 
eosin, x 450). 


vascular spaces containing a scant number 
of RBCs surrounded by a single layer of 
endothelial cells with large, irregularly 
rounded nuclei (Fig 1). The endothelial 
character of the tumor cells was evidenced 
by numerous pinocytotic vesicles opening 
for the most part on the luminal surface 
and by a basal lamina separating the tumor 
cells from dermal collagen. One cell showed 
unusual tubular formation interpreted as 
paired cavities of rough-surfaced endoplas- 
mic reticulum in close contact (Fig 2). The 
pathologie diagnosis was angiosarcoma 
(malignant angioendothelioma). 


Course 


There is no satisfactory chemotherapy 
for angiosarcoma, and the value of radia- 
tion therapy is questionable. A decision 
was made to treat the patient with the 
betatron machine after consultation with 
the radiotherapist. She was given 5,418 
rads (15 mV at a distance of 165 cm from 
the source) in a fractionated regimen deliv- 
ered over a six-week period. Complete alo- 
pecia developed and all lesions resolved. 
Three biopsies were performed at differ- 
ent sites on the scalp immediately follow- 
ing and again six weeks after completion 
of electron-beam therapy. These specimens 
revealed complete disappearance of tumor 
cells from the dermis. There were some 
persistent, patent vascular channels sur- 
rounded by only one layer of discontinuous 
prominent endothelium. The diagnosis of 
angiosarcoma (malignant angioendothelio- 
ma) could not be made histologically. There 
were some abnormal, bizarre, hyperchro- 
matic fibroblasts. 

The patient remained symptom-free for 
seven months, and then erythematous, 
macular, and maculopapular lesions devel- 
oped beyond the borders of the irradiated 
fields on the right side of the nose and 
cheek. A biopsy specimen from one of these 
new areas revealed angiosarcoma (Color 
Fig 5). 

In January 1979, further firm swelling 
occurred about the right eye, the nose, and, 
to a slight extent, under the left eye. A 
chronic cough, a pain in the chest, and a 
complete left pneumothorax developed. 
She was admitted to the hospital, where 
chest roentgenographic studies revealed 
cystic and nodular lesions consistent with 
metastatie angiosarcoma. The patient's 
condition ran a progressively downhill 
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Fig 2.—Endothelial differentiation of tumor cells is shown by pinocytotic vesicles mostly opening on luminal 
surface, and basal lamina separating tumor cells from dermal collagen. Tumor cell shown contains unusual tubular 
formations ( x 20,000). 





Data from Literature Concerning Angiosarcoma of the Scalp 










No. of No. with 
Patients Metastasis / Location of 
Year Authors in Series Age, yr/Sex Total No. Metastases 












1926 Livingston and Klemperer' 1 38/M 0/1 

1945 Caro and Stubenrauch? 1 75/M 1/1 Cervical nodes 

1950 Weidman’ 1 71/F 1/1 Cervical nodes, liver, lungs, and bone 
1952  Lane' 1 69/F 1/1 Cervical nodes and lungs 

1958 Suurmond’ 1 62/F 1/1 Cervical nodes, liver, lungs, spleen, and 



































bone 

1959  Garrett* 1 73/M 1/1 Lungs and liver 

1964 Jones’ 7 Age range, 60-92; 77 (aver- 2/7 Lungs, heart, and intestines (one patient); 
age)/4F,3M lungs, liver, and spleen (one patient) 
age)/2 F, 4M 

1966 Cardozo et al’ 1 77/M 1/1 Lungs 

1968  Bardwil et al'^ 6 Age range, 45-72; 62 (aver- 5/6 Cervical nodes (three patients); cervical 
age)/6 M nodes, lung, liver, and spleen (one pa- 


tient); lung, liver, kidney, and vertebrae 
(one patient) 


1969  Burgoon and Soderberg" 1 88/M 0/1 y 
1970 Farr et al? 3 NR* separately NR SR 
1970 Girard et al^ Fe Most, 60/NR 1/7 Cervical nodes 


1976 Rosai et al* 9 Age range, 49-74; 65 (aver- 3/9 Cervical nodes, lungs, and mediastinal 
age)/6 M, 3 F nodes (one patient); lungs (one patient); 
lungs, small bowel, and retroperitoneum 
(one patient) 


1978 Greist and Callaway" 1 69/M 1/1 Cervical nodes (one patient) 
This report 1 77/F 0/1 t 
Total 48 69 (average)/25 M, 13 F 20/45 (44%) Cervical nodes, lungs, and liver 


*NR, not reported. ; 
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course, and she died July 31, 1979. Postmor- 
tem examination was refused. 


COMMENT 


Angiosarcoma is a malignant neo- 
plastic lesion that causes scarring alo- 
pecia when it involves the scalp. Pri- 
mary cutaneous angiosarcomas may 
arise on any part of the body and 
occur in persons of all age groups." 
However, when these neoplasms in- 
volve the scalp, a distinctive clinical 
pieture is usually presented. 

Livingston and Klemperer in 1926 
were the first to report the clinical 
and histopathologic features of an 
angiosarcoma (malignant angioma) 
that involved the scalp of a 38-year-old 
man.' Over the next 50 years, reports 
of this entity, variously classified as 
hemangioendothelioma,^^* angiosar- 
coma," hemangiosarcoma,^ malig- 
nant angioendothelioma, and lym- 
phangiosarcoma, appeared in the lit- 
erature.’ E. W. Jones, with his series 
of seven cases in 1964, is credited with 
delineating angiosarcoma of the scalp 
as a distinct clinical entity. Since 
1926, a total of 48 cases of this neo- 
plasm involving the scalp have been 
reported (Table). If a case report did 
not include adequate histologic confir- 
mation, it was not included in this 
review. 

Angiosarcomas of the scalp occur 
more frequently in elderly persons 
(average age, 69 years) and in men 
(male-female ratio, 2:1). Well-differ- 
entiated angiosarcomas of the scalp 
may appear as discrete, bluish-red 
nodules or tumors. If there is more 
than one nodule, they usually lie in 
close proximity to one another. Alope- 
cia is not commonly associated with 
well-differentiated tumors. The less 


1. Livingston SF, Klemperer P: Malignant 
angiomas: With reference to the question of 
sarcoma due to roentgen ray. Arch Pathol 1:899- 
910, 1926. 

2. Caro MR, Stubenrauch CH Jr: Hemangioen- 
dothelioma of the skin. Arch Dermatol Syphilol 
51:295-304, 1945. 

3. Weidman AI: Hemangioendothelioma of 
skin with metastasis to liver, lungs and lymph 
nodes. Arch Dermatol Syphilol 62:655-660, 1950. 

4. Lane OG: Cutaneous angiosarcoma with 
metastases. Br J Cancer 6:230-235, 1952. 

5. Suurmond D: Hemangioendothelioma (an- 
gioplastie sarcoma). Br J Dermatol 70:132-138, 
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well-differentiated tumors often de- 
velop insidiously as diffuse, ill- 
defined, indurated, bluish or skin- 
colored plaques with overlying 
alopecia. The tumors spread locally by 
infiltrating surrounding tissues and 
may eventually encompass the entire 
scalp, face, and even the neck.: Ulcer- 
ation of the overlying skin frequently 
occurs, and local invasion of the 
underlying cranial bone has been 
reported. 

Angiosarcoma of the scalp or of the 
face, which has similar clinicopatho- 
logie characteristies, is progressive in 
its malignant behavior and has a poor 
prognosis. Literature review reveals 
that the majority of the patients died 
on an average of 10.7 months (range, 
one month to five years) after the 
diagnosis was made. The cause of 
death was usually attributed to meta- 
statie involvement of the cardiorespi- 
ratory system or to local tissue inva- 
sion. Of the 45 cases reported, 20 (44%) 
showed histologically confirmed me- 
tastases. Metastasis can occur by lym- 
phatie or hematogenic spread, and the 
most common sites of involvement in 
order of frequeney are lymph nodes, 
lung. and liver. Involvement of the 
spleen, bone, kidney, intestines, retro- 
peritoneum, and heart have also been 
reported (Table). 

The treatment of choice for the 
well-cireumseribed angiosarcoma of 
the scalp or face is surgical extirpa- 
tion. However, recurrences have been 
reported despite histologically ade- 
quate surgical margins." Extensive 
involvement makes surgical removal 
impractical, and the physician must 
resort to other treatment modalities. 
Irradiation has rarely offered any- 
thing more than palliation to these 
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patients, and chemotherapy also 
yields poor treatment results." The 
patient described in this study was 
treated with electron-beam radiation. 
She had an excellent response in the 
area that was irradiated, but after 
seven months, new lesions developed 
just beyond the periphery of the radi- 
ation therapy field. A similar result 
has also been reported in other cases," 
indieating that the extent of these 
tumors is easily underestimated not 
only by the surgeon, but also by the 
radiotherapist. 

Nomenclature concerning this neo- 
plasm is confusing. There are no defi- 
nite clinical or histologic criteria on 
which to separate angioendothelioma 
from angiosarcoma, and whichever 
term is used is strictly a matter of 
personal preference. It is often diffi- 
cult and sometimes impossible for the 
pathologist to determine whether the 
abnormal vessels composing the tu- 
mor are primarily hemangiomatous or 
lymphangiomatous.'"'" Furthermore, 
it cannot be definitely stated whether 
the tumor begins as a malignant pro- 
liferation of preexistent endothelial 
cells or whether it represents malig- 
nant endothelial change in pluripoten- 
tial mesenchymal cells. The classifica- 
tion of these lesions as angiosarcomas 
simplifies nomenclature and helps to 
avoid confusion with other entities 
such as proliferating systematized 
angioendotheliomatosis, which may 
be benign or malignant, or malignant 
endovascular papillary angioendothe- 
lioma, a disease of children. Both of 
these diseases present a different 
clinical and histologic picture from 
angiosarcoma. For these reasons, the 
more encompassing term “angiosarco- 
ma” is preferred for this tumor. 
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Multiple Cutaneous Carcinomas 


and Lymphomas of the Skin 


Cynthia Cohen, MB, BCh, DCP (Lond), MRCPath (Lond) 


* There is an increased risk of malig- 
nancy (particularly skin carcinomas and 
malignant lymphomas) in patients who 
have genetically determined and acquired 
immunosuppression. Multiple cutaneous 
Squamous and basal cell carcinomas of 
the face and scalp with adjacent lympho- 
matous infiltration of the skin developed 
in a patient with stage IVA diffuse poorly 
differentiated lymphocytic lymphoma. He 
had had one cycle of vincristine sulfate, 
prednisone, and cyclophosphamide ther- 
apy for his lymphoma more than one year 
before. He showed impaired delayed 
hypersensitivity responses on skin testing 
with common antigens and he had a low 
serum (IgG) level. 

(Arch Dermatol 116:687-689, 1980) 


he chances of acquiring primary 

skin carcinomas are higher in 
immunosuppressed patients, whether 
they are receiving immunosuppres- 
sive therapy for organ transplanta- 
tion' or for medical conditions.'* The 
frequency of malignant lymphomas, 
especially histiocytic lymphomas, is 
also high in immunosuppressed organ 
homograft recipients, but involve- 
ment of the skin is rare.** The purpose 
of this article is to document the un- 
usual occurrence of multiple cuta- 
neous squamous and basal cell carcino- 
mas of the face and scalp with simul- 
taneous lymphomatous infiltration of 
the dermis and subcutaneous tissues 
at the sites of these lesions in a 
patient with stage IVA diffuse poorly 
differentiated lymphocytic lympho- 
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ma. This patient had had a single 
monthly cycle of immunosuppressive 
drug therapy more than one year 
before. 


` REPORT OF A CASE 


A 77-year-old man was admitted to the 
plastie surgery department of the Milton S. 
Hershey Medical Center, Hershey, Pa, on 
July 6, 1978, for excision and skin grafting 
or primary closure of the largest of the 
multiple skin lesions on his face and scalp. 
The lesions had been present and increas- 
ing in size for 13 months and were clinical- 
ly thought to be squamous cell carcinomas. 
Residual lesions were to be excised at a 
later date. The patient had been admitted 
to another hospital on Feb 23, 1977, and his 
condition subsequently diagnosed by su- 
praclavieular lymph node biopsy as a dif- 
fuse poorly differentiated lymphocytic 





Fig 1.—Two raised erythematous indu- 
rated ulcers present on left frontal area in 
April 1978. 


lymphoma with a abnormal liver-spleen 
scan and negative bone marrow. At that 
time, he had received only one month of 
therapy consisting of 80 mg of prednisone 
and 250 mg of cyclophosphamide daily, 
after having received 2 mg of intravenous 
(IV) vineristine sulfate, because he had 
been discharged on March 19, 1977, and had 
failed to return as scheduled on April 9, 
1977. During that hospitalization, no skin 
lesions were noted. On April 27, 1978, five 
erythematous, crusting, scalp and facial 
lesions, clinically diagnosed as keratoacan- 
thomas, had been excised from the left 
frontal area (4- and 1.5-em ulcers) (Fig 1), 
left ear (2-cm ulcer), and left occipital and 
right frontal areas (1-em ulcers). Prior to 
this, there was no history of surgically 
excised skin lesions. The patient had had a 
history of diabetes mellitus that required 
10 units of isophane insulin suspension 
daily. He had been a miner for 58 years and 
had had anthracosilicosis. 

On physical examination, the patient had 
numerous skin lesions on his scalp and face. 
The six largest lesions selected for excision 
on this admission were on the right lateral 
orbital rim, right cheek, right malar region, 
right medial angle of the eye, and right 
temporal and subauricular area. They var- 
ied from 0.5 x 0.5 em to 2 x 2 em in size. 
They were raised, nonpainful, erythema- 
tous, and crusting. Bilateral firm nonten- 
der 4 x 4-em cervical lymph nodes were 
palpable. No hepatosplenomegaly was not- 
ed. The remainder of the physical examina- 
tion findings were unremarkable. 

The hemoglobin level was 11.7 g/dL, the 
hematocrit reading was 33.6%, and other 
hematologic values were normal. His chest 
roentgenogram showed a left pleural effu- 
sion and extensive pleural reaction extend- 
ing out from the hilus, which was 
unchanged since his admission in April 
1978. 

Histological examination showed the 
lesion removed from the right lateral orbi- 
tal rim to be an aggressively infiltrating 
basal cell carcinoma. The lesion removed 
from the right cheek was an intraepithelial 
squamous cell carcinoma (Fig 2 and 3) also 
arising from the outer root sheath of hair 
follicles. An infiltrating metatypical basal 
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Fig 2.—Intraepithelial squamous cell carcinoma of skin with lymphomatous infiltration in 


dermis (hematoxylin-eosin, x 50). 





Fig 3.—Intraepithelial squamous cell carcinoma of skin (hematoxylin-eosin, x 800). 


cell careinoma (Fig 4) was removed from 
the right malar region, an aggressively 
infiltrating multifocal basal cell careinoma 
and a separate pseudoglandular squamous 
cell carcinoma were removed from the 
right medial angle of the eye, an infiltrat- 
ing basal cell carcinoma was removed from 
the right temporal area, and an invasive 
keratinizing squamous cell carcinoma was 
removed from the right subauricular area. 
A prominent feature in all of the lesions 
was large, well-demarcated infiltrates of 
poorly differentiated lymphocytes (Fig 2 
and 4) with occasional mitoses, predomi- 
nantly in the middle and lower dermis and 
subcutaneous tissues, but also present in 
the upper dermis and in underlying 
striated muscle. These infiltrates occurred 
around blood vessels, nerves, and skin 
appendages, and deep and adjacent to the 
primary skin carcinomas. Adjacent to inva- 
sive squamous cell carcinoma was a mild to 
moderate inflammatory infiltrate of plas- 
ma cells and eosinoplfils with occasional 
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mature lymphocytes and histiocytes. There 
was severe solar elastosis in the upper 
dermis adjacent to all lesions (Fig 2). 
Review of the skin lesions excised in April 
1978 showed five infiltrating squamous cell 
carcinomas, two in the skin excised from 
the left frontal area with marked dysplas- 
tic changes in the adjacent epidermis, one 
from the left ear, one from the left occipi- 
tal area, and one from the right frontal 
area. All of these lesions showed severe 
elastosis and adjacent prominent infil- 
trates of poorly differentiated lympho- 
cytes but not as extensive as those in the 
lesions excised in July 1978. 

The patient was admitted to the hema- 
tology department on Aug 14, 1978. He had 
bilateral, firm, nontender 5 x 5-em cervi- 
cal lymph nodes and bilateral, enlarged, 
palpable, supraclavicular, inguinal, and 
axillary lymph nodes. A soft spleen was 
palpated 4 em below the left costal margin 
and the liver extended 3 cm below the right 
costal margin. The patient had multiple 





Fig 4.—Infiltrating cutaneous metatypical 
basal cell carcinoma with adjacent lymph- 
omatous infiltration (hematoxylin-eosin, 
x 50). 


new and residual scalp and facial lesions 
and a left pleural effusion. His hemoglobin 
level was 12 g/dL; the hematocrit value 
was 35.195; other values, including the WBC 
count, differential cell count, and biochem- 
ical profiles, were within normal limits. 
Bilateral posterior iliac crest biopsy speci- 
mens were hypocellular and did not show 
lymphomatous involvement. Serum IgG 
level was low at 590 mg/dL (normal, 660 to 
1,419 mg/dL) and IgM and IgA levels were 
normal. Delayed hypersensitivity skin test- 
ing demonstrated negative responses to 
Candida antigen and PPD and a border- 
line positive response to mumps antigen. 
Numerous atypical small lymphocytes sug- 
gestive of malignancy were noted on cyto- 
logical examination of pleural fluid. Liver- 
spleen sean showed splenomegaly and a 
normal-sized liver with no evidence of 
tumor. 

Because of the apparent slow progress of 
his disease, his age, and his refusal to be 
seen more frequently than once monthly, 
the patient was given 2 mg of IV vincris- 
tine sulfate. He was discharged on Aug 18, 
1978, on 400 mg of cyclophosphamide, 50 
mg of prednisone taken for five days, and 
300 mg of allopurinol, all taken daily. One 
month later, regression of all but. three 
scalp and facial skin lesions and.a 50% 
reduction in size of the lymph nodes were 
noted. He received monthly treatments of 
2 mg of IV vincristine sulfate, 500 mg of 
cyclophosphamide, and 60 mg of predni- 
sone taken orally daily for five days and 
300 mg of allopurinol daily until June 1979. 
At that time, because of progressive 
lymphomatous disease with enlarging 
lymph nodes, left pulmonary parenchymal 
infiltrates, and an increasing left*pleural 
effusion, he began receiving a C.MOPP 
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{cyclophosphamide-mechlorethamine hy- 
drochloride, vincristine sulfate [Oncovin], 
prednisone, and procarbazine) regimen 
with an additional 100 mg of procarbazine 
hydrochloride daily. 
In April 1979, biopsy specimens of a 
2 X l-em indurated ulcer from the nose, a 
.l X l-em indurated nodule from the left 
ear, a3 X 3-cm ulcerated, indurated, bleed- 
“Ing lesion from the left posterior auricular 
area, and a 3 x 2-em indurated ulcer from 
the vertex of the scalp showed four infil- 
trating poorly differentiated squamous cell 
carcinomas. Utilizing 9-meV electron beam 
therapy, the radiotherapist administered 
5,000 rads to each of these lesions during 
May and June 1979. Multiple actinic kera- 
toses on his face and scalp were treated 
with 5% fluorouracil. In September 1979; a 
palliative, local, wide excision and skin 
grafting of the left ear for extensive 
involvement of the ear lobe and auricle and 
for two 2.5-em ulcerated masses posterior 
to the ear with persistent severe pain all 
indicated infiltrating squamous cell carci- 
nomas. It was diseovered by biopsy that a 
lem ulcerated left submandibular mass 
was also an infiltrating squamous cell car- 
cinoma, while a 1.5-cm atrophic left tempo- 
ral lesion indicated radiation ehange and 
poorly differentiated lymphocytic lympho- 
ma histologically. The patient refused 
further treatment for the previously irra- 
diated lesion on the vertex of his sealp, 
which had penetrated through his skull 
exposing dura mater. 


COMMENT 






vith increased frequency among pa- 
tients with. naturally occurring im- 
pairment of immunity, especially with 
deficient cell-mediated immunity.*'" 





The incidence of de novo malignant 


neoplasms in immunosuppressed or- 
gan homograft recipients is 5.6% in 
the United States, 39% being cancers 
of the skin and lips and 27% being 
lymphomas.’ In Australia, malignant 
skin tumors developed in 14% of renal 
allograft recipients.’ In patients who 
survive four years or more after 
transplantation, skin cancers develop 
, in: 17%.and premalignant skin lesions 
. develop. in 28%, the risk increasing 
With the duration of immunosuppres- 
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sion.' Skin lesions also develop in 
patients who have not received trans- 
plants but who are receiving immuno- 
suppressive agents for renal disease, 
systemie lupus erythematosus, or lym- 
phomas.'^ The cutaneous lesions are 
most frequently squamous cell carci- 
nomas, but basal cell carcinomas, 
intraepithelial carcinomas (Bowen's 
disease), keratoses, and keratoacan- 
thomas also occur.'’**" These lesions 
are frequently multiple and almost 
always arise on sun-exposed skin.'^ 
Cyclophosphamide and azathioprine 
are the drugs usually implicated.?-"* 
Involvement of the skin of immuno- 
suppressed patients by malignant 
lymphoma, however, is rare. None 
were reported in a study of the skin 
complications of 200 immunosup- 
pressed renal transplant patients." 
Penn and Starzl? deseribe two trans- 
plant patients with histiocytie lym- 
phoma following immunosuppression, 
one with involvement of the skin, and 
the other with involvement of subcu- 
taneous tissues. 


There are several possible explana- 
tions for the increased incidence of. 


neoplasms in patients with primary*'^ 
and acquired immune deficiencies. 


The surveillance function of the. 
immune system against the propaga-. 


tion of potentially malignant mutant 


cells may be impaired.'^'*** Several. 


immunosuppressive and/or cytotoxic 


"agents (azathioprine, prednisone, an- 


tilymphocyte globulin, — eyclophos- 
phamide, busulfan, melphalan, chlor- 
ambucil, and methotrexate) are poten- 
tial carcinogens, +>% and may 
either have a direct oncogenous effect 
or play a role as cofactor in oncogene- 
sis. Immunosuppression may poten- 
tiate the effects of environmental car- 
cinogens, for example, permitting 
growth of oncogenous viruses." It is 
suggested that chronic antigenic stim- 
ulation of the host lymphoreticular 
system by the grafted tissue may 
aecount for the inereased incidence of 
lymphomas in organ transplant recipi- 
ents. Anergy induced by antigenic 
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Our patient has some evidence of . 
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munity in his inability to give delayed 
hypersensitivity responses to common 
skin test antigens and in the low 
serum IgG level, respectively. This 
immune deficiency may either be a 
primary event or secondary to the 
lymphoma or previous immunosup- 
pressive therapy. It seems unlikely 
that the initial short cycle of immuno- 
suppressive drugs played an impor- 
tant role. Patients with arammaglob- -< 
ulinemia do show a greater than ` 
expected incidence of subsequent mas 
lignant disease, especially of reticu-. 
loendothelial or lymphoid tissues, 
suggesting that the low serum IgG 
level in.our patient may have preceded 
the onset of the malignant lymphoma. 
Abnormal cell-mediated immune re-- 
sponses may induce a defect in the: 
control of malignant disease, with 
impaired surveillance and elimination 
of exogenous oncogenous viruses and/ 
or tumor cells possessing new surface 
antigen. In such an environment, solar 


‘keratoses seem to have an accelerated - 
. Sequential progression to intraepithe- 


lial and then invasive squamous cell 
€areinoma.'^ A predisposition for kër- 
atoacanthomas, possibly aggressive 


and recurrent, to develop has also 


been noted.* Basal cell carcinomas are 
thought to arise de novo.* The initial 
short eourse of immunosuppressive .. 
therapy may have provided drugs that 
could act as cocarcinogens with ultra- 
violet light to induce skin cancer, 

Our patient's lesions show the 
resistance to radiotherapy,’ aggres- 
sive course," and tendency to recur* 
that was previously noted in immuno- 
suppressed patients. 
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Halo Nevi 


and the Vogt-Koyanagi-Harada Syndrome 


Manifestations of Vitiligo 


James J. Nordlund, MD; Daniel Albert; MD; Bernadette Forget, RN; Aaron B. Lerner, MD 


72.9 A) 10-year-old boy with Vogt-Koya- 
.. nagi-Harada syndrome had loss. of pig- 
ment celis in the skin, the halo nevi, the 
retina, and probably the leptomeninges. 


':; The amount of inflammation that accom- 


panied destruction of pigment cells varied 

greatly and seemed to determine whether 

the patient had symptoms from his vitil- 
igo. This patient exhibited symptoms 

associated with loss of pigment cells in 
his skin and leptomeninges, but not from 
‘the destruction of the pigment cells in his 
“eyes. We suggest that vitiligo is a disease 
^ that can be manifested in any tissue con- 
taining pigment cells and has a variable 
clinical expression. 

(Arch Dermatol 116:690-692, 1980) 


T Patients with the Vogt-Koyanagi 
syndrome have acute anterior 
uveitis, alopecia, vitiligo, poliosis, and 
~ dysacusis.! A separate syndrome, Ha- 
rada's disease, identifies patients 
with a posterior uveitis, meningeal 
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irritation, and an increase in the con- 
centration of protein and the number 
of WBCs in the CSF. The two disor- 
ders commonly are found together, 
the Vogt-Koyanagi-Harada (VKH) 
syndrome. 

We had an opportunity to examine 
a 12-year-old boy in whom halo nevi 
developed as the first manifestation 
of vitiligo and the VKH syndrome. 
The evolution of his clinical course 
suggested that the pathogenesis and 
the symptoms of these disorders were 
caused by the destruction of melano- 
eytes in his skin, eyes, and leptome- 
ninges. 


REPORT OF A CASE 


The patient was healthy until June 1977 
when, at age 10 years, his parents noted 
that white halos were forming around 
eight or nine nevi on his trunk. The parents 
were reassured that the halos had no sig- 
nificance. In. July 1977, a fever of 39.7 °C 
and severe. headaches developed. When 
examined by his pediatrician, he had an 
oral temperature of 37.8 °C. The physician 
noted a fine petechial rash limited to the 
right eyelid and to the skin above the right 
eyebrow. The patient's neck exhibited 
moderate nuchal rigidity and a positive 
Kernig's sign. His fundi were thought to be 
normal. The remainder of the results of his 
physieal and neurologic examination were 
also normal, Because of the signs sugges- 
tive of meningitis, he was admitted to the 
hospital, where the previous physical find- 
ings were confirmed. His WBC count was 
7,500/cu mim with. 72% neutrophils, 8% 


basophils, 18% lymphocytes, and 2% mono- . 
cytes. A spinal tap was initially bloody but 
cleared during collection of the fluid. The 
total cell count in the clear spinal fluid was 
108/cu mm with 63 RBCs and 45 WBCs/cu 
mm. Differential examination of the 
WBCs from the spinal fluid showed 83% 


. neutrophils and 17% mononuclear cells. A 


Gram’s stain was negative for bacterial 
organisms. Cultures of the spinal fluid 
were negative for bacteria, fungi, and 
viruses. 

The patient was thought to have aseptic 
meningitis. He was observed for several 
days during which time he received no, 
antibiotic treatment. His symptoms abated 
and he was discharged from the hospital... 

During the next few months, the parents : 
noted that the eyelashes of the right eye, 
the right eyebrow, and the skin of the area 
were turning white (Fig 1). A similar patch 
of. depigmentation formed in the right 
inguinal fold. The halo nevi and white 
patches persisted, unchanged. At no time 
did the boy have symptoms of ocular pain, 
photophobia, or loss of visual acuity. He 
had no complaints or visible changes sug- 
gestive of inflammation in either eye. His 
hearing was unimpaired. He received no 
medieation before or during the illness. 

Our examination of the patient in 1978 
eonfirmed the presence of nine halo nevi on 
the trunk. The white halos were striking 
when examined with a Wood's light. There 
was a patch of depigmentation in the right 
inguinal fold. Depigmentation was noted 


‘on the right side of the face, forehead, and 


eyelid. The patient also had white eye- 
lashes anda white right eyebrow (Fig 1). 
Ophthalmologic examination of the ocular 
fundi indicated, in the right eye only, a 


* 
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Fig 1 —Close-up view of patient illustrating 
white eyelashes. White skin of eyelid and 
forehead is not clearly visible. 





Fig 2.—Fundus illustrating area of healed 
chorioretinitis. 


discrete area of healed chorioretinitis. The 
area, three discs in diameter, showed a 
black margin with a white center. Its posi- 
tion in the periphery of the retina did not 
affect the patient's vision (Fig 2). Hearing 
test results were within normal limits. 
The patient's lymphocytes were highly 
reactive in vitro against allogenic melano- 
ma cells in a microcytotoxicity test.' The 
test is a measure of lymphocytic sensitiza- 
tion against antigens on pigment cells, 
specifically melanoma cells. For this test, 
melanoma cells were obtained from human 
subjects by excision of cutaneous metas- 
tases. The tumors were minced and the 
cells placed in tissue culture. After a few 
weeks of growth, aliquots of these cells 
(5 x 10°) are frozen in a viable state in 
liquid nitrogen for use as needed. For test 
purposes, thawed cell aliquots were grown 
in eulture medium in the presence of tri- 
tiated proline. The labeled cells were sub- 
cultured in the wells of a microcytotoxicity 
plate, 1 x 10* cells per well; viable cells 
attached tightly to the plastic surface of 
the plates. Lymphocytes isolated from the 
heparinized blood of patients with melano- 
mas, vitiligo, or other disorders are added 
to the microwells, and the mixture of tumor 
cells and lymphocytes was incubated at 
37 °C for three days. Supernatant fluid 
containing lymphocytes, tumor cells killed 
by the lymphocytes, and supporting me- 
dium were removed and radioactivity 
determined in a liquid scintillation counter. 
The microwell was cut from the plate, and 
the amount of radioactivity remaining in 
the viable cells still attached to the micro- 
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well was assayed. The release into superna- 
tant medium of radiolabeled protein from 
lymphocyte-killed melanoma cells was the 
measure of lymphocyte killing. To ensure 
test specificity, lymphocytes from patients 
known to be reactive or unreactive were 
included in each run.‘ The patient's lym- 
phocytes were strongly cytotoxie for the 
labeled melanoma cells. 


COMMENT 


Aseptic meningitis is a syndrome 
that affects many children and is 
caused by many different diseases. Of 
the 3,800 cases reported to the Center 
for Disease Control in Atlanta each 
year, about one fourth have an iden- 
tifiable viral cause. Besides the viral 
agents, a number of bacteria, eg, 
mycobacteria and leptospire, can pro- 
duce clinical findings similar to those 
exhibited by our patient. No viruses, 
bacteria, or fungi were isolated from 
our patient's spinal fluid. Tuberculosis 
or leptospiral meningitis unfortunate- 
ly are not self-limiting diseases and 
cannot be implicated in our patient's 
illness. Other disorders, like lupus ery- 
thematosus or leukemia, can also 
cause meningeal irritation, but cannot 
have caused this patient's illness. The 
VKH syndrome is a third type of 
disorder known to cause meningeal 
irritation. We think the patient had 
VKH syndrome but his basic illness 
was vitiligo. 

Vitiligo is a common disease. We 
have been proponents of an immuno- 
logie cause for vitiligo, because it 
seems to be a systemic disease affect- 
ing pigment cells in all parts of the 
body and is commonly associated with 
other immunologic dysfunction.’ This 
patient’s clinical course emphasizes 
the systemic nature of vitiligo, the 
wide range of clinical signs and symp- 
toms that it can produce, and the 
possible immunologic basis for the 
injuries produced in various parts of 
the pigment cell system. 

Most patients with vitiligo have no 
symptoms referable to the appearance 
of the white spots on their skin.*^ 
Histologic examination of skin that 
has actively spreading vitiligo shows a 
minimal increase in the number of 
mononuclear cells in the dermis and 
epidermis. A small number of patients 
note that the loss of pigment is pre- 
ceded by an erythematous rash that is 
pruritie. Our patient noted a rash 
accompanied by petechiae on his eye- 
lid and forehead that preceded the 
vitiligo in these areas. The histologic 
features of the inflammatory form of 
vitiligo show a moderate-to-marked 
infiltration of the dermis and epider- 
mis with lymphocytes and other 
inflammatory cells. 


Halo nevus is characterized by the 
development of a white halo around a 
pigmented mole and subsequent dis- 
appearance of the nevus cells. Halo 
nevi rarely cause symptoms. In con- 
trast to the noninflammatory form of 
vitiligo, the histologic appearance of a 
halo nevus shows an intense infiltrate 
of mononuclear cells, plasma cells, and 
macrophages, primarily around the 
nevus. These inflammatory cells are 
most likely responsible for destroying 
and removing the pigment cells. Lym- 
phocytes from patients with halo nevi, 
including our patient, are strongly 
cytotoxie to allogenie melanoma cells 
in vitro.' The sera of such patients 
often contain complement-fixing cy- 
totoxie antibodies.’ It seems likely 
that the halo nevi are destroyed by an 
intense immunologic reaction against 
antigens on some pigment cells in the 
skin. 

Vitiligo is not limited to injury of 
the cutaneous pigment cells. In a large 
series of patients with vitiligo, we 
noted that 40% of the patients had 
areas of pigment-cell destruction in 
the pigment epithelium or choroid of 
the retina.'* Only 4% of a control 
population showed evidence of these 
changes. Most patients seen in der- 
matology clinies have no complaints of 
loss of visual acuity or symptoms sug- 
gestive of active uveitis at any time in 
their past. Our patient recalled no 
pain or photophobia associated with 
his chorioretinitis. In contrast, we 
have had the opportunity to examine 
for active uveitis a number of patients 
who did have vitiligo who were cared 
for by ophthalmologists. It seems very 
likely that the same processes, immu- 
nologic or otherwise, that cause the 
destruction of pigment cells in the 
skin can also destroy the pigment cells 
in the various layers of the eyes. The 
intensity and severity of the inflam- 
matory process can vary substantially, 
producing symptoms in some patients 
but not others. 

Pigment cells are present in many 
parts of the body, including the 
mucous membranes, the palms and 
soles, and the leptomeninges. Pigment 
cells are also found in the cochlea and 
stria vascularis of the inner ear. In the 
past, it has been said that vitiligo did 
not affect the pigment cells of the 
mucous membranes and the palms and 
soles. This observation is clearly incor- 
rect. We. would like to suggest that 
vitiligo can also affect the pigment 
cells in the ears and leptomeninges. 
Some patients with the Vogt-Koya- 
nagi syndrome complain of dysacusis. 
Our patient had no symptoms of hear- 
ing loss and had anormal hearing test. 
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Possibly more sensitive tests would- 


have indicated subtle changes in his 
— hearing. It seems likely that many 
-patients with vitiligo have patches of 
pigment-cell destruction in the lep- 
tomeninges. Those patients with a 
~ severe, intense inflammatory reaction 
would have symptoms of meningitis 
sas exemplified by our patient. Other 
patients may only note mild head- 
aches or meningism, symptoms easily 
overlooked by both the patientand the 
physician. Still other patients may 
have no symptoms whatsoever. 
- We think that the VKH syndrome 
exemplifies one end-of the spectrum 
of vitiligo. Our patient exhibited the 
wide range of signs and symptoms 
_ that vitiligo can produce in the various 
pigment systems of the body. Some 
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rent studies suggest that t the VKH m 
syndrome, like halo nevi, may have an _ 


immunologic basis. Yakura et al’ tis- 


sue typed 33 patients with the VKH | 
these 


syndrome. Twenty-two. of 
(66.7%; P < 0000003). had. the histo- 
compatibility antigen LD-Wa. Lym- 
phocytes from patients with the VKH 
syndrome often display microcytotox- 
icity. against allogeneic melanoma 
cells in vitro; as exemplified by our 
patient. Lymphocytes. from. patients 
with vitiligo unassociated with a halo 


nevi donot show evidence of sensitiza-- 


tion in these tests.‘ The micrecytotox- 
icity test, however, may not be the 


best test to detect sensitization of. . 


lymphocytes against pigment. cells 
from patients with vitiligo. Overall, 
the microeytotoxicity test may not be 
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highly sensitive, requiring a degrée of 


“sensitization found only in patients 
"with the more severe syndromes. 


The frequency. of halo nevi in the 
VKH syndrome is unknown. This 
could be due to the assumption that 
halo nevi are part of the vitiligo syn- 
drome. On the other hand, halo nevi 
may be an unusual manifestation of 
the VKH syndrome. We think its asso- 
ciation with vitiligo and the V KH 


syndrome i is more than a chance occur- 


rence; 


feature of the VKH syndrome. ‘The 
syndrome is: rare in children’ and 
young adults under the age of 20 
years. Our patient was 10 years old at 
the time of disease onset. 
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This patient had one ‘other unusual 
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Erythema Elevatum Diutinum . | 
Treated With Niacinamide and Tetracycline | 


Irmgard K. Kohler, MD, Allan L. Lorinez, MD 


© A 60-year-old woman with recurrent 
papular and vesiculobullous lesions of 
erythema elevatum diutinum responded to 
treatment with 100 mg of oral niacinamide 
"three times a day and 250 mg of tetracy- 
cline hydrochloride four times a day. Prior. 
therapy. with 2.5 mg of dexamethasone 
daily and 1.0 g of erythromycin daily had 
been unsuccesstul. After four weeks, 
tetracycline therapy was discontinued, 
and niacinamide alone sufficed to. sup- 
press the disorder. Recurrent. lesions 
developed whenever niacinamide therapy 
was stopped. or : 

(Arch Dermatol 116:693-695, 1980) 






rare chronie skin disease. It fea- 
tures persistent, sometimes painful, 

red, purple, and yellow papules, nod- 
ules, and plaques. The lesions tend to 


be symmetrically. distributed on ex»; 
tensor surfaces overlying joints and 


on the buttocks. Histologically, the 


lesions show principally perivascular 


dense dermal infiltrates (composed 
mainly of neutrophils) and pro- 
nounced leukocytoclasia. Older lesions 
often show notable cholesterosis. Dap- 
sone therapy is often successful in the 
treatment of erythema elevatum diu- 
tinum. We report here a case of this 
disorder that was successfully treated 
with. niaeinamide and tetracycline 
hydrochloride. 


REPORT OF A CASE 


The patient was a 60-year-old woman 
first’ seen in February 1978 for painful 
skin lesions on her elbows and forearms 
accompanied by oral erosions. She had had 
skin lesions of two different types for the 
previous five years. At times, she would 
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Nrythema elevatum diutinum is a 


have large, tense, painless blisters up to 
several centimeters in diameter on raised 
red bases, Periods when she had bullous 
lesions would be followed by episodes of 
small, painful, raised lesions with necrotic 
or blistering purple centers. The episodes 
of bullous lesions were of shorter duration, 
and the lesions resolved spontaneously 
after several weeks, leaving residual 
hyperpigmentation. The smaller. papular 


lesions persisted for several months, even- 
tually. ulcerated, and healed slowly, with 
residual hyperpigmentation:: Bullous le- 


sions appeared on the anterior thighs, flex- 


or aspects of the lower arms, on the: 


breasts, face, and in the oral cavity. Papu- 


lar lesions oceurred on the elbows, extensor: 
aspects of the wrists, over the finger joints; os.. 
and on the buttocks, Other medical prob- ^ 


lems included hypertension and ósteoar- 
thritis, Past medical history was otherwise 
unremarkable. Physical examination re- 
sults were normal except for the skin 
lesions. They consisted of skin-colored 
papules and small plaques with purple cen- 
ters. Some of the plaques had central blis- 
ters. 

"The results of the following laboratory 


“tests and special studies were negative or 


normal: VDRL, hemogram, urinalysis, 
chest roentgenogram, Westergren ESR, 
12-factor automated chemical analysis, 
serum bilirubin, serum immunoelectro- 
phoresis, eryoglobulins, hepatitis B surface 
antigen, rheumatoid arthritis factor, C- 
reactive protein, total hemolytic comple- 
ment activity, antinuclear immunofluores- 
cence, and anti-DNA antibodiés. 

The test results for hepatitis B surface 
antibody were positive, Direct and indirect 
immunofluorescencé microscopy examina- 
tion results of one-week-old bullous lesions 
on the left cheek and breast were negative 
for immunoglobulins IgG, IgM, IgA, and 
C3. 

Histologic examination of a biopsy spec- 
imen obtained from a papule with a hemor- 
rhagic vesiele indicated epidermal necrosis, 
a subepidermal vesicle filled with erythro- 
cytes, and a dense perivascular infiltrate of 
neutrophils and nuclear dust (Figure). 
Some vessels showed fibrinoid degenera- 
tion of their walls. 

When first seen, the patient was receiv- 
ing 2.5 mg of dexamethasone daily and 1g 
of erythromycin daily without beneficial 


effect. Therapy with these medications’ 


‘was discontinued, and she began receiving 


a regimen of 100 mg of oral niacinamide = 
three times a day and 250 mg of oral 
tetracycline ‘hydrochloride four times a 
day. After four weeks of treatment, ‘the ' 
painful papules had completely healed, and. 
only therapy with 100. mg of niacinamide 
three times a day was continued. 
Whenever niacinamide therapy was dis-: 
continued, large tense bullae and, later, 


;painful papules developed within a few.” 


days: Retreatment with niacinamide re- 


‘sulted in resolution of her lesions in several 
«days. The patient has continued taking 
niaeinamide at the onset of new episodes of 


lesions, satisfactorily aborting them. 
COMMENT 


There has been considerable specu- 
lation about the causes of erythema ` 
elevatum diutinum, which fundamen- 
tally is a chronic benign type of euta- 
neous leukocytoclastie vaseulitis. 

Katz et al' reported long histories of 
bacterial infections, mostly strepto- 
eoceal, preceding the manifestations 
of erythema elevatum diutinum. They 
also noted exaggerated streptoki- 
nase-streptodornase skin. test reac- 
tions, presenting clinically and histo- 
logically as Arthus reactions. Several 
of their patients had rheumatic fever 
and several an increased Clq binding 
capacity. Therefore, they hypothe- 
sized an-immuné-eomplex cause for 
erythema elevatum: diutinum. 

Erythema elevatum diutinum has 
been associated ‘with cryoglobuline- 
mia’ and with paraproteinemias of the 
IgG% or IgA type, especially with IgA 
myelomas.*** Leukocytoclastie vascu- 
litis can be initiated by aggregated 
paraproteins and cryoglobulins that 
activate complement.* Katz et al' were 
not able to demonstrate immune com- 
plexes in or around blood. vessel. walls 
in erythema elevatum diutinum by 
immunofluoreseenee microscopy 
studies. Wolff et al,’ however, de- 
teeted IgG, C3, and fibrinogen in the 
blood vessel walls in erythema eleva- 
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Histologic section of papular lesion with central vesicle showing pronounced leukocy- 


a Oe 


toclasia around small dermal blood vessels, walls of which show fibrinoid degeneration 


(hemotoxylin-eosin, x 400). 


tum diutinum lesions in an immuno- 
electron-microscopic study. They 
stressed the discrepancy between the 
chronic clinical course of erythema 
elevatum diutinum and the histologic 
picture of an acute vasculitis. 

The responsiveness of erythema 
elevatum diutinum to dapsone thera- 
py focused attention on the role of the 
neutrophil in disease pathogenesis, 
since neutrophil accumulation is a 
prominent pathologic feature in a 
wide spectrum of dapsone-controllable 
dermatologic disorders. These include 
dermatitis herpetiformis,” pyoderma 
gangrenosum, subcorneal pustular 
dermatoses, acrodermatitis continua, 
pustular psoriasis, some recalcitrant 
eczematiform eruptions, necrotizing 
vaseulitides, and acne conglobata. 
Lorinez and Pearson" first suggested 
that these dapsone-responsive disor- 
ders share some common denominator 
in their pathomechanism involving 
the participation of neutrophils that is 
blocked by dapsone. Provost and 
Tomasi” postulated that dapsone in- 
terferes with complement deposition 
in dermatitis herpetiformis. However, 
Katz et al' demonstrated such C3 
deposition in the normal-appearing 
skin of patients with dermatitis her- 
petiformis who were receiving dap- 
sone therapy. 

Katz et al' hypothesized that in 
patients with erythema elevatum diu- 
tinum an active chemotactic factor 
inactivator, which is necessary to pre- 
vent excessive neutrophil accumula- 
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tion, might be lacking. Dapsone might 
possibly aet by restoring chemotactic- 
factor-inhibitor activity and so sup- 
press the overly active neutrophil che- 
motaxis present in erythema eleva- 
tum diutinum. There is evidence of 
the presence of several chemotactic 
factor inhibitors in serum.'*"' 

Stendahl et al“ found that dapsone 
inhibited the neutrophil myeloperoxi- 
dase-H,O,-halide-mediated cytotoxie 
system and thereby the cytotoxicity 
of the neutrophil. They suggested that 
dapsone in this way might diminish 
neutrophil-amplified reactions. They 
observed no effect of dapsone on neu- 
trophil random locomotion, chemotax- 
is, phagocytosis, oxidative metabo- 
lism, or release of lysosomal en- 
zymes. 

Certain antimierobials alter the 
random migration and phagocytic 
capacity of neutrophils. Forsgren et 
al" reported 30% to 60% inhibitory 
effeets of tetracycline on both random 
migration and chemotaxis of neutro- 
phils toward Mycoplasma pneumoniae 
antigen. Majeski and Alexander" 
found that in vitro tetracycline either 
inhibits the generation of neutrophil 
chemotaetie factors of human serum 
or binds with the chemotactic factors 
after their generation to cause inacti- 
vation. Esterly et al' showed that 
tetracycline, erythromycin, and clin- 
damycin eaused suppression of neu- 
trophil ehemotaxis and reduction of 
neutrophil random migration in vitro, 
whereas penieillin G sodium, dapsone, 


and sulfapyridine did not alter leuko- 
cyte chemotaxis and random migra- 
tion. 

Plewig and Schopf'* demonstrated 
diminution of sterile, preponderantly 
neutrophilie, dermal infiltrates after 
the administration of antimicrobials. 
They used potassium iodide patch 
tests to produce sterile follicular pus- 
tules and observed a reduction of pus- 
tule formation at test sites with topi- 
eal tetracycline, erythromycin, and 
long-acting sulfonamides. When giv- 
en systemically, tetracycline, erythro- 
mycin, and dapsone all suppressed the 
pustular inflammatory reaction. 

That niacinamide might have an 
effect similar to dapsone or tetracy- 
cline was suggested by the early clini- 
cal observation of the efficacy of nia- 
cin in dermatitis herpetiformis” and 
some other dermatoses.” 

Burger et al" identified niacin- 
amide as a component in human 
transfer faetor responsible for the 
suppression. of antigen-induced lym- 
phocyte transformation. Commercial- 
ly available niacinamide had the same 
effect. Niaeinamide was found to be 
nontoxie at the highest concentrations 
employed in vitro (10°") and suppres- 
sive over a relatively broad range (10^ * 
to 10°"). Niacinamide suppression of 
lymphocyte reactivity involved inhibi- 
tion of cell division and inhibition of 
triated thymidine uptake. The niaci- 
namide effect was nontoxic and rever- 
sible. Previously, niacinamide had 
been shown to be a specific inhibitor 
of eyelie AMP phosphodiesterase in 
vitro.’ Consequently, niacinamide 
could induce inhibition of lymphocyte 
responses largely through an inhibito- 
ry effeet on cyclic AMP phosphodies- 
terase. Furthermore, niacinamide has 
been shown to be effective in inhibit- 
ing antigen-IgE-induced histamine 
release in vitro and in vivo." It has 
also been reported to block mast cell 
damage in actively sensitized tissues 
in vitro” and has been shown to pro- 
tect guinea pigs from systemic ana- 
phylactie shock.” 

Niacinamide is a physiologic nu- 
trient and is therefore relatively non- 
toxie except at extraordinarily high- 
dose levels. Winter and Boyer” noted 
hepatotoxie effects with long-term 
intake of 3 to 10 g/day. Nicotinic acid 
causes flushing of the skin. Its high- 
dose use has rarely been complicated 
by ichthyosiform skin changes and 
acanthosis nigricans." Niacinamide, 
however, has not caused flushing or 
skin changes. 

There are clear antagonistic effects 
between iodide, bromide, lithium, and 
thiocyanate ions vs sulfone- and sulfa- 
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pyridine-type agents on neutrophil 
inflammatory processes. Analogous 
antagonistic effects between these 
two classes of agents are also observed 
in relation to depressive states. Sul- 
fones and sulfapyridine occasionally 
cause poorly understood, depressions, 
while lithium is widely used in the 
management of manic depressive psy- 
choses. It might therefore be antici- 
pated that high-dosage niacinamide 
therapy may also occasionally pro- 


1, Katz SI, Gallin JI, Hertz KC, et al: Erythe- 
ma elevatum diutinum: Skin and systemic mani- 
festations, immunologie studies, and successful 
treatment with dapsone. Medicine 56:443-455, 
1978. 

2. Morrison JGL, Hull PR, Fourie E: Erythema 
elevatum diutinum, eryoglobulinemia, and. fixed 
urticaria on cooling. Br J Dermatol 97:99-104, 
1971. 

3. Dupperrat. B, Rappaport. M: Erythema. ele- 

vatum. diutinum: A®socie a un myelome plasmo- 
eytaire diffus. Bull Soc Fr Dermatol Syphiligr 
66:68, 1959. 

4. Korvary PM, Dhonau H, Happle R: Parapro- 
teinemia in erythema elevatum diutinum, ab- 
stracted. Arch Dermatol Res 260:153-158, 1977. 

5. Stevanovie DV: Erythema elevatum et diu- 
tinum (a vegetative and ulcerative variant). Der- 
matol Monatsschr 1517:345-355, 1971; 

6. Archimandritis AJ, Fertakis A, Alegákis.G, 
et al: Erythema elevatum diutinum and IgA 
myeloma: An interesting association. Br Med J 
2:613-614, 1977. 
co T Sams WM Jr, Harville DR, Winkelmann 

| RK: Necrotizing vasculitis associated with lethal 
reticuloendothelial disease. Br J Dermatol 
::80:555-560, 1968. 

<8: Müller S, Rother U, Westerhausen M: Com- 












‘plement activation by eryoglobulins: Evidence: 
for a pathogenic role of an IgG (kappa) eryoglob-. 


ulin in cutaneous vasculitis. Clin Exp Imminol 
23:233-241, 1976. 

9. Wolff HH, Scherer R, Maciejewski W, et al: 
Erythema elevatum diutinum: II. Immunoelec- 
tronmicroscopical study of leukocytoclastic vas- 
culitis within the intraeutaneous test reaction 
induced by streptococcal antigen, abstracted. 
Arch Dermatol Res 261:17-26, 1978. 

10. Cornbleet T: Sulfoxone (Diasone) sodium 
for dermatitis herpetiforms. Arch Dermatol 
64:684-687, 1951. 


* 
Arch Dermatoi--Vol 116, June 1980 


mote depressive reaetions. 

A variety of drugs that can suppress 
neutrophil-amplified tissue injury 
have usefulness in the therapy for a 
number of skin disorders that feature 
this pathomechanism. Among such 
drugs, niacinamide and tetracycline 
carry much less risk of side effects 
and hazardous intolerance reactions 
than dapsone, sulfapyridine, cortico- 
steroids, or cytotoxic drugs. As in the 
case of erythema elevatum diutinum 


References 


11, Lorinez AL, Pearson RW: Sulfapyridine 
and sulfone type drugs in dermatology. Arek 
Dermatol 85:2-16,:1962. 

12. Provost TT, Tomasi TB Jr: Evidence for 
the activation of complement via the alternative 
pathway in skin diseases: H. Dermatitis herpeti- 
formis. Clin Immunol Immunopathol 3:118-186, 
1974. 

13. Till G, Ward PA: Two distinct chemotactic 
factor inactivators in human serum. J Immirnol 
114:843-847, 1975. ` 

14. Robinson LD Jr, Wooten SK, Kelly: AP: 
Identification of a neutrophil chemotactic inhibi: 


tor in a patient with recurrent pyoderma. Arch: 


Dermatol 115:453-457, 1919... : 
15. Stendahl O, Molin L, Dahlgren C: The 


inhibition of polymorphonuclear leukocyte eyto«:. 
toxicity by dapsone. J Clin Invest 61:214-220,. 


1978. s 


16. Forsgren A, Schmeling D, Ouie PF: Effee 
of tetracycline on the phagocytic function of : 


human leukocytes. J Infect Dis 130:412-415 
1974. 


tetracycline in the neutrophil chemotactic ré- 
sponse. J Lab Clin Med 90:259-265, 1977. > 
18, Esterly NB, Furey NL, Flanagan LE: The 


effect of antimicrobial agents on leukocyte che- 


motaxis. J Invest Dermatol 10:51-55, 1978. 


“19 Plewig G, Schopf E: Anti-inflammatory 


effects of antimicrobial agents: An in vivo study. 
J Invest: Dermatol 65:532-536, 1975. 

:20. Johnson HH Jr, Binkley GW: Nicotinic acid 
therapy of dermatitis herpetiformis. J Invest 
Dermatol 14:233-238, 1950. 

21. Ferreira-Marques J: Therapeutic applica- 
tion of massive and increasing doses of nicotin- 
amide. Acta Derm Venereol 27:178-197, 1947. 

22, Burger DR, Vandenbark AA, Daves D, et 
al: Nicotinamide: Suppression of lymphocyte 
transformation with a component identified in 





17. Majeski JA, Alexander JW: Evaluation of 


reported here, niacinamide and tetra- 
cyeline can sometimes achieve effec- 
tive control of neutrophil-amplified 
diseases at low risk to the patient. 


Nonproprietary Names and 
Trademarks of Drugs 


Clindamycin—Cleocin. 

Tetracycline hydrochloride—Achromycin, 

“Panmyein, Robitet, SK-Tetracycline, 
Tetracyn. 


human transfer factor. J Immunol 11079 1-801; 
1976. | 

23. Shinmoyama M, Kawai M, Hoshi Y, etal: 
Nicotinamide inhibition of 3', 5' cAMP phospho- 
diesterase in vitro. Biochem Biophys Res Com=. 
miei 49:1137-1141, 1972. * 

24. Wyezolkowska J, Maslinski. (C: Inhibition 
by ‘nicotinamide of an homologous PCA reaction’ 
and antigen-induced histamine release from rat. 
peritoneal. mast cells. Int Arch Allergy Appl 
Immunol 49:285-292, 1975. 

25. Mota I, Silva WD da, Fernandes JF: The 
inhibition. of mast cell damage and histamine 
release in anaphylaxis by pyridine and diphos-: 
phopyridine nucleotidase inhibitors: Comparison 
with compound 48/80. Br J Pharmacol 15:405 
409, 1960. 


“26. Bekier E, Wyezolkowska J, Szyc H, et al: 
"The inhibitory effect of nicotinamide on asthma-, 
;like symptoms and eosinophilia in guinea pigs, 
“anaphylactic mast cell degranulation in mice, and 
i; histamine release from rat peritoneal mast cells. 

by compound 48/80. Int Arch Allergy Appl 


Immunol 47:737-748, 1914. 

27. Winter SL, Boyer JL: Hepatic toxicity 
from large doses of vitamin B, (nicotinamide). N 
Engl J Med 289:1180-1182, 1973. , 

28. Parsons WB Jr: Treatment of hypercholes- 
teremia by nicotinic acid: Progress report with 
review of studies regarding mechanism of action. 
Arch Intern. Med. 107-689-652, 1951. 

29. Ruiter M, Myler L: Huidveranderingen na . 
therapeutische toediening van nieatinezuur in © 
hoge dosring, Ned Tijdschr Geneeskd 104:1114- 
1116, 1960, i 

30. Brown J, Winkelmann RK: Acanthosis 
nigricans: Study of 90 cases. Medicine 4033-51, 
1968. 

31. Hoffer A: Niacin Therapy in Psychiatry. 
Springfield, Ill, Charles C Thomas Publisher, 
1962, pp 1-165. 


Erythema Elevatum Diutinum—Koter & Lorincz 695 














| Malignant Melanoma Originating 










A Clinicopathologie Entity 





ithout a junctional element are de- 


strate similar clinical and morphologic 
findings. These include an innocuous 
. gross appearance, a nodular growth pat- 
fern, and deep levels of invasion. it 
` appears that the origin of the tumor in the 
|... dermis conceals malignant transforma- 
tion. The consequent time lapse and the 
dermai position of the lesion favor deep 
penetration of the tumor prior to remov- 
al. 
(Arch Dermatol 116:696-698, 1980) 





he association of nevi showing 


junctional activity with malig-- 


nant melanomas is well known, 
|. although it probably ‘accounts for no 
|^ more than 10% to 20% of cases.’ Rare- 

ly, malignant melanoma may also 

arise in the dermal component of a 
congenital giant pigmented nevus.’ 
< The remaining melanomas presum- 
ably arise de novo from epidermal 
melanocytes. 
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) Two cases. of malignant melanoma n 
arising in preexisting intradermal nevi nity to 
^ nant melanomas in preexisting in- 
scribed. These cases and the two known trüdermal nevi without evidence of. 


to have been reported previously demon- 


. From Intradermal Nevi 


: Barry Benisch, MD; Bernard Peison, MD; Milton Kannerstein, MD; Jerome Spivack, MD 


that, i in some calls, were: wtipte (Fig 2). 
< Mitotic figures were easily: identified. The 
< eytoplasm of these cells was | ‘abundant and 
eosinophilic. Positive for Fontana's and 
^ Masson stain, potassium ferrocya- 
nide-negative granules were sparse. Sur- 
rounding the nodular aggregates was an 
inflammatory infiltrate composed of lym- 
phocytes and occasional plasma cells. Four- 
teen months following excision of the 
lesion, there was no evidence of local recur- 
rence or distant metastases, 

Case 2.—A 43-year-old woman came in 

11967 for removal of a forehead lesion pres- 
ent for six years unchanged. On examina- 

. tion, the lesion was a 1.2-em subepithelial 

tan nodule. The clinical diagnosis was his- 
tioeytoma. ; 

Microscopically, the tumor was nodular 
and limited to the dermis and subeutis (Fig 
3). It extended to Clark's level V** and 
measured. 1.2 em in thickness. It consisted 
of benign nevus cells merging with atypi- 
eal melanocytes that, in turn, merged with 
malignant melanocytes (Fig 4). The latter 

. were characterized by hyperchromatie nu- 

clei with prominent nucleoli and abundant 
eosinophilic cytoplasm (Fig 5). Mitotie fig- 

“ures were infrequent. Positive for. Fonta- 

na's.and Masson stain, potassium ferro- 

‘eyanide-negative granules, although pres- 

ent, were sparse. The overlying epithelium 
and pilar structures were uninvolvéd by 
tumor in the step sections studied. Occa- 
sional single melanocytes. were. identified 
in the epidermis, but no junctional activity 
or intraepidermal melanocytic aggregates 
could be demonstrated. Foci of.lympho- 
eytes. were present peripheral to and 
admixed with the tumor. 

In 1971, the patient was hospitalized 
because of a pelvic mass. Hysterectomy 


“We have recently had the opportu- 
study the occurrence of malig- 





junctional activity in either the over- 
lying epithelium or - pilosebaceous 
structures. The purpose of this report)” 
is to present the atypical clinical and 
pathologic features of these cases and 
to compare them with the two similar 
cases previously deseribed."* . 






REPORT OF casts 


Case 1.—À 57-year-old man. noted some: 
enlargement of a tan lesion of the right 
cheek that. had been present for many 
years. The. patient denied having had any 
skin lésion removed in the past or noting 
any pigmented lesion spóntangouslý disap- 
pear, 

Examination. revealed a light-tan 1-cm 

elevated nodule of the right cheek. Results 
of the remainder of the examination were 
normal. The nodule was surgically excised 
and the specimen revealed a dermal tumor 
covered by intact skin. 

Microscopic examination showed a mul- 
tinodular mass measuring 9 mm in thiek- 
ness and extending to Clark's level V*^ 
(Fig 1). The overlying epidermis and pilar 
structures were intact and, on step section, 
revealed no junetional involvement. Nests 
of nevüs cells were seattered throughout 
and were characterized by bland nuclei and 
little eytoplasm. Adjacent to and blending 
with these foci were somewhat larger cells 
with nucleoli anda moderate amount of 
cytoplasm (Fig 1). Merging with these 
areas were pleomorphie cells with hyper- 
chromatic nuclei and prominent nucleoli 
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Fig 1.—Case 1. Nodular dermal melanocytic tumor with sparing of epidermis (hematox- 


ylin-eosin, x 12). Inset, Transition between nests of benign nevus cells (n) and atypical 
melanocytes (m) (hematoxylin-eosin, x 100). 





D 
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revealed multiple fibromyomas and adeno- 
myosis. No evidence of recurrent skin 
tumor or visceral metastases was present. 
In 1973, the patient was admitted to the 
hospital with cough and chest pain. Chest 
roentgenogram showed a right hilar mass. 
She was transferred to another hospital, 
where thoracotomy revealed metastatic 
melanoma involving the right lower lobe of 
the lung. In 1974, the patient was readmit- 
ted with a complaint of abdominal pain. 
Gastroscopy disclosed an intraluminal 
mass, biopsy of which was unsuccessful. 
Needle biopsy specimen of the liver taken 
at that time revealed metastatic melano- 
ma. The patient's condition deteriorated, 
and she died in 1975. No autopsy was 
performed. 


COMMENT 


This report describes the associa- 
tion of intradermal nevi with malig- 
nant melanoma in two patients. One 
nevus originated on the cheek of a 
57-year-old man and the other on the 
forehead of a 43-year-old woman. In 
neither case did the preexisting nevi 





Fig 2.—Case 1. Overtly malignant melanocytes with mitotic figure Fig 3.—Case 2. Melanoma limited to dermis and showing nodular 
(arrow) (hematoxylin-eosin, x 400). pattern (hematoxylin-eosin, x 40). 








Fig 4.—Case 2. Benign nevus cells (n) merging with malignant Fig 5.—Case 2. Malignant melanocytes showing hyperchromatic 
melanocytes (mm) in representative area of tumor (hematoxylin- nuclei, nucleoli, and cellular pleomorphism (hematoxylin-eosin, 
eosin, x 100). x 400). . 

i . 
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have the characteristics of congenital 
giant pigmented nevus, In neither 
patient was there a history of any skin 
lesion having been removed in the 
past or spontaneously involuting. 
Physical examination, including in- 
spection of the eyes and mucous mem- 
branes, revealed no abnormalities. 
|^. Step sections failed to demonstrate 
any junetional, epidermal, or pilar 
:involvement with malignant melano- 
. cytes in either case. Microscopic exam- 
ination of the tumors showed multiple 
-areas of transition from benign nevus 


5 ¿cells to atypical and unquestionably 


malignant melanocytes, Nevus cells 
characterized by bland nuclei and 
sparse cytoplasm were juxtaposed to 
cells with prominent nucleoli and a 
moderate amount of cytoplasm that, 
in turn, merged with pleomorphic cells 
“with large, sometimes multiple, nu- 
"eleoli, mitotic figures, and abundant 

veosinophilie cytoplasm. The interven- 
ving stroma was variably infiltrated by 
“lymphocytes and occasional plasma 
cells. 

From the aforementioned data, we 
~ conclude that the melanomas observed 
^in oür cases most probably arose from 
preexisting intradermal nevi. Multi- 
ple metastases to various organs, 
including lung, stomach, and liver, 
developed in patient 2 six years after 
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exeision of the skin lesion, with death 


following two years later. Patient 1 
was free of disease 14 months follow- 
ing the excision of the primary. 

The two previously reported similar 
cases** and our own share several 
features that suggest a somewhat dif- 
ferent clinical appearance and a more 
ominous prognosis than the more com- 
mon melanomas with a junctional 
component. Clinically, the usual ma- 
lignant melanomas show variegated 
coloration, including shades of black, 
brown, blue, gray, and pink, and, not 
infrequently, ulceration. The tumors 
deseribed here, as well as the two 
previously reported,** were : raised, 
light tan to brown, and with no varia- 
tion in color. or ulceration. Their 
appearances were disarmingly be- 
nign. In only one instance was mela- 
noma considered a possible diagnosis 
clinically.* Of these four cases, three 
originated on the head (cheek, fore- 
head, and scalp)* and one on the calf.‘ 
Two were in men and two in women. 
Whether exposure to the sun was of 
causal importance could not be deter- 
mined.. .. 

The sparseness of pigmentation in 
our càses and in one of the two pre- 
viously described patients may be 


^ related to the fact that the middle and 


deeper portions of intradermal nevi, 
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A Case of Nondermatophytic 


Toe Onychomycosis 


Caused by Fusariwm oxysporum 


® The case history of a patient with 
nondermatophytic onychomycosis of the 
great toenail due to Fusarium oxysporum 
is presented. The occurrence of Fusarium 
onychomycosis, although not rare, is 
infrequent. This fungus may not be recov- 
ered from clinical material if the specimen 


is cultured only on media containing . 


cycloheximide. 
(Arch Dermatol 116:699-700, 1980) 


Oe is caused by several 
species of nondermatophytic 


fungi, but the literature contains few .^ 


reports of Fusarium oxysporum as 
the causal agent. The following case 
history describes a patient with an 
infection of the right great toe caused 
by F oxysporum. 


REPORT OF A CASE 


A 28-year-old woman came to us in 
August 1970 with complaints of sensitivity 
to pressure and white discoloration of the 
nail of the right great toe. Her history may 
have been important, in that at 6 years of 
age, a piano stool fell on her right great 
toe. She suffered from an “infected toe” 
and associated symptoms from the age of 
21 years, 15 years after the accident. 

Examination revealed anesthesia of the 
medial aspect of the right great toe under 
the toenail and a leukonychia of the distal 
portion of the nail plate. The surrounding 
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skin and all other toenails appeared 
normal. Scrapings of the toenail were cul- 
tured on Sabouraud’s dextrose’ agar and 


incubated at 25 °C. Fusarium oxysporum. 
was isolated. Identification was based on’ 


gross and microscopic morphologie find- 
ings. Cultures of soft, subungual debris 


found on Nov 4, 1970, and nail clippings 
taken on Nov 26, 1970, yielded the same’ 


organism. No other fungi were isolated. 

On Jan 9, 1971, the toenail was surgically 
excised. A wet mount of avulsed nail spec- 
imen in 10% potassium hydroxide revealed 
hyphal fragments and fusiform microco- 
nidia compatible with Fusarium sp. Histo- 
logic sections of the toenail demonstrated 
hyphae with PAS, Gomori's, and Gridley's 
stains (Figure) Cultures of avulsed nail 
and of nailbed specimens at the time of 
surgery were positive for F oxysporum. On 
Jan 25, 1971, the toe was tender and a 
specimen of the nailbed was again eul- 
tured, but no organisms were recovered. In 
May 1971, the toe appeared to be healed 
and was asymptomatic. 

The patient was unavailable for follow- 
up for several years. She was seen again in 
June 1979, at which time she related that 
the toenail grew normally until approxi- 
mately 1975, when she noted the reappear- 
ance of the leukonychia at the distal end of 
the nail plate. It had slowly progressed 
proximally since that time. Examination 
revealed that the area of leukonychia was 6 
mm in diameter, and the nail in this area 
was soft. However, cultures of nail serap- 
ings from the surface and nail clippings did 
not yield any organisms. Topical applica- 
tion of 10% aqueous glutaral (glutaralde- 
hyde), pH 7.8, was begun. 


COMMENT 


Onychomycosis has been defined by 
some authors as an infection of the 
nail by any fungus, a term considered 
synonymous with tinea unguium. 


Other workers reserve this term for 
nail infections by nondermatophytie 
fungi.’ Zaias, utilizing the former def- 
inition, described four classes of ony- 
chomycoses based on the clinical 
appearances and host-parasite rela-: 


‘tionship.’ One class of leukonychias of 
fungal causes (white, superficial ony- 


chomycosis) is produced primarily by. 
nondermatophytic fungi. Fusarium. 
oxysporum is an uncommon causal 
agent of this entity. 

Walshe and English* reported two’. 
cases of Fusarium onychomycosis, ' 
while Zaias and others, in three publi- 
cations, reported five cases of infee- 
tion with this agent.^^^ Rush-Munro 
et al reported a series of over 50 cases 
of onychomycosis due to F oryspor- - 
wm. As in our patient, all of their 
patients had an infection of one or 
both great toes. Occasionally, a pa- 
tient had an infection of the second 
loe in addition to the great toe. They 
also pointed out the increased likeli- : 
hood of susceptibility to infeetion with 
a soil saprophyte as a result of trauma 
to the great toe. 

The Fusarium sp in general and F 
oxysporum in particular are ubiqui- 
tous. The organisms are common in 
soil, have been known as plant patho- 
gens and insect pathogens,” and have 
caused disease in turtles, Fusarium 
sp are also a source of several myco- 
toxins." Fusarium oxysporum has 
been documented as a cause of human 
disease. It is most notable as an agent 
of keratomycosis," an allergen, and 
an opportunistic fungal pathogen in 
the skin and elsewhere." It is not 
unexpected, then, that this organism 
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Le Os 


Left, Histologic section of excised toenail demonstrating hyphae of Fusarium oxysporum 





(Gridley's fungus stain, original magnification X 400). Right, Histologic section of 
excised toenail demonstrating fronds of Fusarium oxysporum (PAS, original magnifica- 


tion x 400). 


can invade the nails. 

However, without appropriate cul- 
tures, F oxysporum will not be isolated 
from diseased tissue. This species is 
sensitive to cycloheximide and may 
not grow on any medium containing 
this antibiotic (Mycosel, DTM, or 
Mycobiotic) It is recommended, 
therefore, that plain Sabouraud's dex- 
trose agar be used as one of the isola- 
tion media for any specimen sus- 
pected of containing fungal patho- 
gens. Cultures from our patient all 
showed ready growth of typical Fu- 
sarium sp on Sabouraud's dextrose 
agar without cycloheximide. 
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There is little doubt that F oxyspor- 
um caused the onychomycosis in our 
patient. The organism from the right 
great toenail grew in culture five 
times. A potassium hydroxide prepa- 
ration of a specimen from the avulsed 
toenail revealed hyphae and microco- 
nidia compatible with Fusarium sp. 
Hyphal elements were also demon- 
strated in histologic sections of the 
toenail. As described by Zaias, the 
mycelia were seen in the superficial 
layers of the toenail? The “eroding 
fronds,” “carpal bodies,” and “perfo- 
rating organs” described by Zaias? 
and by Rush-Munro et al’ were occa- 
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sionally seen in tissue sections from 


this patient (Figure). 

Therapy for onychomycosis of the 
toenails is frequently unsuccessful. 
Response is poor, and recurrence is 
common. It has been reported that 
Fusarium infections do not respond 
to griseofulvin. Response to topical 
antifungal agents is temporary, with 
return of the infection after therapy 
is stopped. Suringa has reported the 
successful use of 10% aqueous glutaral 
at pH 7.8 for onychomycosis due to 
F oxysporum.* However, his report 
eoncluded with only a 15-month fol- 
low-up examination of the patient. 
Surgical avulsion is usually a last 
resort. Afterward, meticulous removal 
of any fragments of nail or cuticle 
from the nailbed is required to ensure 
any reasonable degree of success. At 
best, avulsion is about 75% effective.' 
It is difficult to explain why topical 
therapy or avulsion is often unsuccess- 
ful if F oxysporum is only present in 
the superficial layers of the nail 
plate. 
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Incontinentia Pigmenti 


* Seven individual members with in- 


continentia pigmenti are described trom a 
family spanning four generations. The 


natural history of the cutaneous, ocular, 
hair, and dental anomalies is described 


for each involved member. In addition, a 


previously undescribed. ectodermal de- 
woolly-hair nevus, appeared in sev- 


fect, 
_ eral affected members of this family. Evi- 

ince is offered to support the theory that 
the tance of incontinentía 
„pigmenti 


chromosome a a 
in females and lethal in males. 










(Arch Dermatol 116:701-703, 1980) — 


panes pigmenti (IP) (Bloch- 


Sulzberger syndrome) is an un- 
common and. unusual genodermatosis 
that primarily affeets female infants. 


This disease is a multisystem syn- 


drome having dermatologie, neuro- 
logie, skeletal, ocular, and dental 
defects. Classically, the infant mani- 
fests characteristic linear vesicular 
lesions that evolve into verrucous 
lesions within a few weeks, to be 
followed by a peculiar, swirled pig- 
mentation. that. lasts for several 
years! ý 
- This- report describes the clinical 
and genetic features of a family in 
which seven members of four sucees- 
sive generations have had IP (Fig 1). 
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. ing 2.7 kg after an uncomplicated 38-week 


by linkage of the gene on the X - 
cting as a dominant gene -. 


A Four-Generation Study 











Dan A. Wiklund, MD, William L. Weston, MD 


day of life. A shave biopsy of an area’ 

banded. vesicles on the right forearm w 
done on the third day of life, and 
specimen revealed à spongiotie, in 
dermal vesicular dermatitis with numero 
eosinophils within, as well as arou 
resicles (Fig 3 and 4) The epi 
between the vesicles contained wh 
epidermal cells and a few scattered, l 
dyskeratotie cells with eosinophilic hyaline 
; cytoplasm. The dermis showed an infiltrate 
containing many eosinophils and mononu. 
‘lear cells. Direct cutaneous immunofluó-- 
,, Tescence microscopy was unremarkable, ' 
Phe vesieles were crusted and involuted 


‘REPORT OF A CASE 
..... The propositus (IV, 3) was born 





weigh- 3 











“pregnancy and normal delivery from a 
26-year-old woman (III, 2). At birth, the 
"baby was noted to have linear, erythema- 
tous patches containing 2- to 4-mm vesicles - 
(Fig 2) that involved all four extremities. 
_ Over the next week, new bands of vesicles | 
‘appeared involving all four extremities, | 
the head, and the central truneal area. The 
infant.was jaundiced at birth with an 
initial total serum bilirubin level of 14.1 
“mg/dL, which fell to normal by the seventh 














Fig 1.—Pedigree of kindred. Pro- 
positus is indicated by arrow. 
Subject |, 4 died of congenital 
cyanosis, and subject Il, 4 had a 
malignant brain tumor. Subject 
Hl. 7 died in infancy (“blue 
baby"). Slashes indicate individ- 
uals who are now dead. 
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Incontinentia Pigmenti 





n Miscarriage, Male 
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Fig 2.—Propositus (IV, 3). Right forearm shows banded vesi- Fig 3.—Spongiotic, intraepidermal vesicular dermatitis (hematox- 
cles. ylin-eosin, x 25). 





2 Fig 5.—Family member (Ill, 2) showing hypoplasia of eyebrows and eye- 
. lashes. 
Fig 4.—High-power view showing numer- 
ous eosinophils within as well as around 


vesicles (hematoxylin-eosin, x 400). 













Associated 
Stages Anomalies 


——— a ——————— Other Age, yr/Present 


Bullae Verrucous Pigment Dental Hair Ocular Miscarriages Abnormalities Condition 





Patient 






















? * * * — 0 Idiopathic convulsions (at Died 72/no residual pig- 
age 30) for one year, ment 
nail dystrophy 













+ + + + + 1, male Nail dystrophy 47/axillary pigment 
— 1, male, 16-wk Son (IV, 1) with a,-anti- 26/axillary pigment 












gestation trypsin deficiency 
Il, 4 + + + — * -— 0 Regional enteritis, nail 22/axillary pigment 
dystrophy 
IV, 3 * * — — + - 0 None to date 3 mo/growth and devel- 
. opment normal to date 








e . 
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Table 2.—Associated Anomalies 


Dental 
Conical deciduous teeth 
Agenesis of permanent teeth 
Hair 
Woolly-hair nevus 
Vertex alopecia 
Agenesis, eyebrows and eyelashes 
Ocular 
Partial blindness 
Strabismus 












in part and were being replaced by the 
classic changes of the verrucous stage of 
the disease at 2 months of age. To date, the 
patient has nearly complete lack of growth 
of both eyebrows and eyelashes. Develop- 
mentally, she otherwise has a normal 
growth profile and ophthalmologic exami- 
nation result. 


FAMILY DATA 


The family pedigree spans four sueces- 
sive generations (Fig 1). The propositus' 
mother-(III, 2), three maternal aunts (III, 
4, 5, and 6), maternal grandmother (11, 5), 
and maternal great-grandmother (I, 4), 
evaluated by us, all have well-doeumented 
IP. The natural history, associated anema- 
lies, and current condition of each involved 
member of the kindred are outlined in 
Table 1. The specific anomalies associated 
with this kindred are tabulated in Table 2. 
Subjects 11, 5 and III, 2 were the subjects of 
a previous report in this journal in 1955,” 
allowing a 24-year follow-up evaluation. 
There were no notable neurologie or skele- 
tal defects in this kindred, and other than 

“strabismus requiring surgical correction, 
the functional capacity and longevity of all 
members were normal. The cutaneous pig- 
mentation started to involute in all 
affected family members by the early 
teenage years and by the years of the early 
20s. All that remained was residual axillary 
pigmentation. 

Of the seven affected family members, 
six demonstrated hair defects. Both the 
well-reported vertex alopecia’ (subjects I, 
4; III, 4; and III, 5) and the infrequently 
described agenesis or hypoplasia of eye- 
brows and eyelashes' (Fig 5) (subjects II, 5; 
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HI, 2; II, 5; and IV, 3) were noted in this 
kindred. In addition, a previously unde- 
scribed ectodermal defect, woolly-hair ne- 
vus, was noted in three of seven affected 
family members (subjects II, 5; IH, 2; and 
III, 3), To our knowledge, this defect has 
not previously been reported in patients 
with IP. 

An interesting genetic feature of this 
kindred is shown in subject 1I, 5, who gave 
birth to four female infants with IP, two 
each from different fathers (Fig 1). There 
were no cases evolving from the paternal 
side of the pedigree, nor was there any 
evidence of consanguineous marriages in 
the parents of affected individuals. 


COMMENT 


Incontinentia pigmenti is a rare 
and unusual genodermatosis with dis- 
tinctive clinical and histopathologic 
features. The pedigree that we pres- 
ent includes seven members of four 
successive generations who fulfill the 
diagnostic criteria for IP. In addition 
to vertex alopecia and eyebrow and 


eyelash hypoplasia, a new ectodermal. 


defect is described, woolly-hair nevus, 
Associated anomalies of this kindred 
have otherwise all been previously 
reported to occur in IP.* These anoma- 
lies did not significantly impair the 
function of those affected, nor was 


there any evidence for mental retar- 


dation or major neurologic disease. 
To our knowledge, this is the only 

pedigree in the English literature 

with involvement of four successive 


generations. In 1938, Sulzberger pre- 


sented his cases with three successive 


generations involved.’ Genetic studies 


of this syndrome have clearly shown 
vertical transmission from one gener- 
ation to the next in a dominant form 
of inheritance with the most striking 
feature being the only very rare occur- 
rence of affected males. In Carney's 
world statistical analysis, there were 
valid reports of IP in 593 female 
patients and in 16 male patients. 
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nal female relatives, and (4) there 


childbearing age with IP, concerning 

































The two most prevalent. theories 
advanced to explain the predominance 
of cases in females in this syndrome. 
are the presence of an autosomal dom-. 
inant gene with female sex limitation 
and an X-linked dominant gene, pre- 
natally lethal in males. To document 
autosomal, sex-limited dominant in- 
heritance, one would expect to find a 
pedigree with one fourth affected 
females, one fourth normal females, 
and one half normal males (half of | 
whom would be carriers); Carney's 
statistical analyses of cases presented 
in the world's literature have not been 
compatible with these ratios; More 
important, this theory would be veri- 
fied by the inheritance of IP via the 
paternal grandmother. This has not. 
occurred in our pedigree or in any 
other previously published pedigree. 3 

The second theory would explain 
the inheritance of IP by linkage of the 
gene on the X chromosome acting as ac 
dominant in females and lethal in. 
males? Our pedigree does not un- 
equivocally prove but strongly sug- 
gests this pattern of inheritance 
because of the following features: a 
affected. individuals are all females, 
(2) transmission was by females only, 


(3) affected relatives were only mate 


were two male but no female abor- 
tions (Table 1). T 
We have counselled the family 
members, particularly the third gen- 
eration containing four females of 


the probability (25%) and complica- 
tions of spontaneous miscarriage, the 
probability of transmitting IP to their 
offspring (50%), and the associated 
anomalies that may attend this syn- 
drome. 


Osgoode Philpott, Jr, MD, and Paul Rickard, 
MD, called our attention to this unusual family. 
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Povidone Panniculitis 


Polyvinylpyrrolidone Panniculitis 


Steven Kossard, MD; Richard I. Ecker, MD; Charles H. Dicken, MD 


e Multiple subcutaneous nodules and 
recurrent flu-like episodes developed in a 
60-year-old woman after she had received 
local intramuscular injections of procaine 
povidone for a seven-year period. A skin 
biopsy specimen showed distinctive gray- 
blue material in the histiocytes in sections 
stained with hematoxylin-eosin. Povidone 
is an inert substance that may accumulate 
in multiple organs, including the skin. Its 
presence can be verified by its affinity for 
special stains or by spectrophotometric 
analysis. In our patient, ultrastructural 
study showed amorphous intrahistiocytic 
deposits in the tissues. Previous reports 
have indicated that this substance may 
eventually accumulate in noninjected skin 
sites and may lead to pulmonary and 
arthritic symptoms in some patients, but 
no other patients, to our knowledge, have 
had complications associated with fever. 

(Arch Dermatol 116:704-706, 1980) 


he term "thesaurosis" (from the 
Greek word "thesauros," mean- 
ing treasure) has been used for a 
range of conditions characterized by 
the accumulation in the body of unu- 
sual amounts of foreign or endoge- 
nous substances such as lipids, carbo- 
hydrates, or glycosaminoglycans. The 
skin may act as a reservoir for these 
and other substances and allow their 
identification in conditions such as 
lipoid proteinosis, porphyria, amyloi- 
dosis, Fabry's disease, or ochronosis. 
Accumulated foreign substances may 
also be identified in skin specimens 
from patients with argyria, hemosid- 
erosis, or paraffinomas. Included in 
this group of substances is povidone, 
which is a synthetic polymer used as a 
dispersing or suspending agent for 
pharmaceutical products. 
We describe here a patient in whom 
indurated nodules developed at the 
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sites of intramuscular (IM) adminis- 
tration of procaine suspended in povi- 
done. After the patient had received 
weekly injections for seven years, 
these areas became intermittently red 
and tender, and recurrent flu-like 
symptoms with temperatures as high 
as 38.9 °C were noted. 


REPORT OF A CASE 


A 60-year-old woman was seen at the 
Mayo Clinie, Rochester, Minn, with a three- 
year history of tender nodules located only 
on the upper part of both arms and on the 
buttocks and associated with recurrent flu- 
like symptoms. 

Ten years previously, her local physician 
had injected procaine povidone intramus- 
cularly into the upper part of both of her 
arms and into her buttocks for severe 
angina pectoris. A weekly regimen of 8 to 
10 mL was continued, and more than 3 L of 
procaine povidone was administered dur- 
ing a seven-year period. Three years before 
her examination at the Mayo Clinic, 
administration of the injections was dis- 
continued when symptoms at the injection 
sites and systemic symptoms developed. 

These intermittent episodes were char- 
acterized by swelling, redness, and pain (at 
previous sites of injection of procaine povi- 
done), malaise, and a temperature of 
38.9 °C of a week’s duration. The episodes 
had recurred approximately every three 
weeks for the previous three years. Despite 
the intense erythema, there was no ulcera- 
tion or discharge from the nodules and 





Fig 1.—Erythematous indurated nodule on 
upper part of arm. 






there were no joint symptoms. The attacks 
were originally thought to be initiated by 
viral infections, but subsequent attacks 
precipitated by physical exertion such as 
housecleaning made this diagnosis unlike- 
ly. After a lack of response to aspirin and 
indomethacin, the episodes were controlled 
with 60 mg/day of orally administered 
prednisone. This dose was gradually 
decreased to a maintenance dose of 20 
mg/day. Subsequently, this regimen was 
replaced with short-term, high-dose pred- 
nisone taken only during the attacks, 
which decreased their severity but not 
their frequency. In addition to the angina 
pectoris, she had had hypertension for 20 
years, which was treated with a regimen of 
a mixture of chlorothiazide and reserpine 
(Diupres) and a mixture of spironolactone 
and hydrochlorothiazide (Aldactazide). 
Physical examination indicated an afeb- 
rile woman with indurated subcutaneous 
nodules on the upper part of both arms 
(Fig 1). The nodules were not tender at the 
time of our examination. An old biopsy 


Fig 2.—Dermal deposit of gray-blue vacuo- 
lar material in histiocytes (hematoxylin- 
eosin, reduced from x 400). 


Fig 3.—Deposits of povidone in subcutis 
associated with mononuclear inflamma- 
tion and fibrosis (hematoxylin-eosin, re- 
duced from x 63). 
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scar was present on the upper part of the 
left arm. There was no lymphadenopathy 
or hepatosplenomegaly. The findings of 
the rest of the physical examination were 
normal. 

Results of the following laboratory tests 
were normal: hemoglobin, complete and 
differential blood cell count, ESR, blood 
chemistry group, blood glucose, serum pro- 
tein electrophoresis, quantitative serum 
immunoglobulins, serum total hemolytic 
complement, and urinalysis. The serclogic 
test results for syphilis and the antinuclear 
antibody, rheumatoid factor, and hepatitis 
antigen test results were negative. A chest 
roentgenogram disclosed linear fibrosis in 
the base of the left lung. Roentgenograms 
of the soft tissues of the buttocks and 
upper part of the arms were normal. 

Delayed hypersensitivity skin tests 
Showed positive reactions to Candida alhi- 
cans and streptokinase-streptodornase at 
48 hours. A surgical biopsy specimen from 
the left deltoid muscle stained with hema- 
toxylin-eosin showed striking intrahistio- 
cytic blue-gray deposits that appeared as 
clustered vacuoles. Groups of such histio- 
cytes were found throughout the tissue 
between collagen bundles, small vessels, 
and appendages in the dermis (Fig Z) and 
between fat cells of the subcutis. The de- 
posits were prominent around the larger 
vessels of the subcutis (Fig 3) and were 
present both in the adventitia and occa- 
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sionally in the intima of individual vessels. 
An area of focal hemorrhage with tissue 
necrosis was present in the subcutis. A 
variable lymphocytic infiltrate and fibrous 
reaction accompanied the histiocytes, sev- 
eral of which were of the foreign-body 
type. No acute inflammation or abscess 
formation was found. Results of direct 
immunofluorescence microscopy of the 
skin for immunoglobulins and complement 
and results of polarization and dark-field 
microscopy were negative. A separate 
specimen was fixed in modified Karnovs- 
ky’s medium (a mixture of paraformalde- 
hyde, glutaraldehyde, and Millonig’s buf- 
fer) and prepared for electron microscopy. 
The sections were stained with uranyl ace- 
tate and lead citrate. Large round-to-oval 
granular globules were present in tissue 
histiocytes (Fig 4). These deposits were in 
aggregates and varied in size, often dis- 
tending the histiocytes. The deposits did 
not appear to be limited by any lysosomal 
membranes but were outlined by a narrow 
rim of cytoplasm rich in organelles. The 
granularity of the deposits varied with 
their size, larger deposits being more elec- 
tron lucent. The collagen fibers and the 
organelles in the histiocytes appeared 
normal, 


COMMENT 


Povidone is a linear synthetic poly- 
mer of l-vinyl-2-pyrrolidone (Fig 5): 





Fig 4.—Granular amorphous material of variable density in histiocyte in subcutis ( x 37,500). 


its molecular weight may range from 
10,000 to 700,000 daltons. This product 
was originally introduced in 1943 by 
Hecht and Weese' as a plasma ex- 
pander for use in hemorrhagic or trau- 
matie shock. Subsequent studies 
showed that polymers of less than 
40,000 molecular weight were exereted 
via the kidneys but that polymers of 
higher moleeular weight, comprising 
35% to 50% of the total dose, were 
indefinitely retained; These larger 
polymers were seen histologically as 
globular deposits in the retieuloendo- 
thelial cells of the liver, spleen, lymph 
nodes, and bone marrow but did not 
appear to incite a host response." 

Povidone has also been used as a 
dispersing and suspending agent in 
hair sprays and pharmaceutical prepa- 
rations. In 1962, Bergmann and coau- 
thors‘ described 12 patients with 
abnormal pulmonary findings due to 
inhalation of hair sprays that con- 
tained povidone. Biopsy specimens of 
scalene lymph nodes showed deposits 
of PAS-positive, amorphous material 
with granulomas. They helieved that 
this represented a thesaurosis due to 
accumulation of povidone in alveolar 
macrophages. ' 
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Fig 5.—Chemical structure of 1-vinyl-2- 
pyrrolidone polymer. 


After our patient had received 
weekly IM injections of povidone for 
seven years, tender, indurated plaques 
and nodules developed at the injection 
sites, similar to those recently re- 
ported by Soumerai? in two patients. 
Cabanne and associates? described 
similar findings in four patients with 
diabetes insipidus who received IM 
injections of vasopressin suspended in 
povidone. One of these patients under- 
went local surgery for removal of a 
250-g dense fibrotic mass from the 
injection site. Areas of calcification 
may develop in these nodules, but 
roentgenograms of soft tissues in our 
patient were normal. 

In some patients, distant skin 
lesions consisting of reddish-brown 
indurated papules, nodules, and 
plaques simulating sarcoidosis have 
developed in noninjected sites, partic- 
ularly on the face, the chest wall, and 
occasionally the back.** Although 
these distant lesions were absent in 
our patient, they have developed after 
ten- to 20-year intervals in some 
patients. Biopsy specimens of such 
lesions have shown the presence of 
globules of povidone in histiocytes. 

Organ involvement leading to 
asymptomatic hepatosplenomegaly 
and lymphadenopathy may also occur 
after prolonged IM injection of povi- 
done. More consequential has been the 
development of pulmonary and syn- 
ovial symptoms due, respectively, to 
reduced gas transfer across the alveo- 


1. Hecht G, Weese H: Periston, ein neuer 
Blutflüssigkeitsersatz. MMW 90:11-15, 1943. 

2. Loeffler RK, Scudder J: Excretion and dis- 
tribution of polyvinyl pyrrolidone in man: As 
determined by use of radiocarbon as a tracer. Am 
J Clin Pathol 23:311-321, 1953. 

3. Altemeier WA, Schiff L, Gall EA, et al: 
Long-term studies on the effect of polyvinylpyr- 
rolidone retention in human patients. Surg 
Forum 4:724-730, 1953. 

4. Bergmann M, Flance IJ, Cruz PT, et al: 
Thesaurosis due to inhalation of hair spray: 
Report of 12 new cases, including three autopsies. 
N Engl J Med 266:750-755, 1962. 

5. Soumerai S: Pseudotumors of the arm fol- 
lowing injections of procaine polyvinyl pyrroli- 
done: Report of two cases. J Med Soc NJ 75:407- 
408, 1978. 

6. Cabanne F, Michiels R, Dusserre P, et al: La 
maladie polyvinylique. Ann Anat Pathol (new 


lar capillary membrane and progres- 
sive synovial infiltration.*'' The de- 
velopment of these symptoms is 
unpredictable and may occur after a 
latent interval of ten years or more. 

The histopathologic identification 
of povidone is not difficult but may be 
puzzling when found incidentally in 
skin specimens. This can lead to the 
consideration of a metabolic storage 
disease." In tissue sections stained 
with hematoxylin-eosin, the material 
appears as gray-blue foamy deposits 
in the histiocytes. Specific stains that 
have been used to identify povidone 
include Congo red and chlorazol-fast 
pink, which both stain this substance 
intensely, whereas the PAS stain 
gives variable results.'* 

The ultrastructural studies in our 
patient demonstrate that the deposits 
form globular amorphous masses that 
may distend the histiocytes because of 
their size. Similar findings have been 
reported by other authors who have 
examined cutaneous deposits of povi- 
done.'?? The ultrastructural findings, 
although indicative of a storage dis- 
ease, do not allow specific identifica- 
tion of povidone, and spectrophoto- 
metric analysis may be necessary to 
identify povidone in tissue speci- 
mens." 

The episodic bouts of fever and mal- 
aise that characterized our patient's 
symptoms have not been a feature of 
previous reports of povidone storage 
disease. Injection of other foreign 
materials is a well-recognized cause of 
pannieulitis and has been associated 
with episodic bouts of fever and mal- 
aise, similar to those in our patient. 
In panniculitis, the onset of reactions 
may be delayed for several years after 
the use of inert substances such as 
silicone.^ Procaine povidone shares 
this property, which may account for 
the slow development of panniculitis 
in our patient. 
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The long history and the response to 
prednisone suggest that a hypersensi- 
tivity phenomenon may have had a 
role in our patient's symptoms and 
make a diagnosis of infection unlikely. 
Because detailed immunologic investi- 
gation was not pursued in our patient, 
a response based purely on the anti- 
inflammatory effects of prednisone 
cannot be excluded. The immunologic 
properties of procaine povidone have 
not been explored in humans, but in 
laboratory animals povidone has been 
shown to be an antigen that varies 
with the molecular weight of the poly- 
mer in its ability to induce an immu- 
nologic response. Zimecki and Webb'* 
found that low-molecular-weight poly- 
mers are potent activators of suppres- 
sor T cells in mice, whereas high- 
molecular-weight polymers induce an 
appreciable antibody response. The 
negative results of immunofluores- 
cence microscopy and the lack of a 
marked inflammatory response in 
skin biopsy specimens from our 
patient are points against the pres- 
ence of immune reactivity but do not 
exclude it. Hypersensitivity may also. 
develop to procaine, but this substance 
is rapidly metabolized and thus seems 
an unlikely cause of the recurrent 
symptoms. 

We report this case of povidone 
panniculitis in order to make physi- 
cians aware of the unusual cause, the 
characteristic appearance of povidone 
in the skin, and the range of cuta- 
neous and systemie manifestations 
that have been associated with this 
substance. 
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TECHNIQUES IN SKIN SURGERY 

Edited and with contributions by ERVIN EPSTEIN, M.D., 
and ERVIN EPSTEIN, JR., M.D., both of the University of 
California Medical School, San Francisco. (13 Contributors). 
This book has special appeal for the dermatologic practi- 
tioner and the trainee, as well as for the generalist and 
non-dermatologist. It is a concise discussion of such tech- 
niques as scalpel and scissors surgery, electrosurgery, 
chemosurgery, cryosurgery, nail surgery and others of cur- 
rent interest. Special procedures such as hair transplanta- 
tion are included. Each procedure or technique is presented 
from the standpoint of indications, contraindications, nec- 
essary equipment, preoperative care, the technique itself, 
postoperative care, results, complications, and evaluation. 
203 pp., 83 illus. (1 color plate), 1979, $18.00. 


DISEASES OF THE ORAL MUCOSA, 2nd ed. 

By PHILIP L. McCARTHY, M.D., Tufts University School of 
Dental Medicine and Harvard University School of Medi- 
zine, Boston, Massachusetts, and GERALD SHKLAR, D.D.S., 
Harvard School of Dental Medicine, Boston, Massachusetts. 
l'his new second edition represents a complete revision of 
he first edition with expanded material on diagnosis, and 
ipdated sections on therapy and management of oral 
liseases. Greatly expanded sections have been prepared on 
he autoimmune diseases, and chapters have been devoted 
o pemphigus, pemphigoid and erythema multiforme, New 
‘hapters have been written to present current approaches 
o the experimental pathology of oral mucosa, the immuno- 
;xathology of oral mucosa, and genetic diseases affecting 
dral mucosa. 579 pp. (7 X 10), 534 illus., 1980, $47.50. 


-ABORATORY MEDICAL MYCOLOGY 

?y YOUSEF AL-DOORY, Ph.D., The George Washington 
Jniversity School of Medicine and Health Sciences, Wash- 
ngton, D.C. In order to provide rapid, accurate care for 
'atients with mycotic disease, this important and practical 
lew text brings together relevant information needed by 
nedical team workers—a step-by-step guide for collecting, 
xamining, processing and identifying pathological fungi. 
he book focuses upon most clinical problems faced by 
iagnostic laboratory mycologists as well as clinicians re- 
ponding to test requests for diagnostic purposes. The 
ormat chosen was with the objective of presenting the 
ook in a highly usable form as an informative text for 
»edical staff serving patients and a handy guide for clini- 
ians. About 350 pp. (7 X 10), illus., 13 tables, 1980, Ready 
OOR. 
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One of the best 
list of booksin 
dermatology to be 


found anywhere 






PATHOLOGY OF SOFT TISSUE TUMORS . 
By STEVEN I. HAJDU, M.D., Memorial Sloan-Ketterin 
Cancer Center, New York, New York. A first-of-its kind book 
that embodies definitive information on the morphology, 
epidemiology and prognosis of soft tissue neoplasms. Each 
chapter of this heavily illustrated text features classification, 
diagnostic and differential diagnostic aspects, and gross and 
microscopic appearance of more than 140 forms of soft 
tissue tumors and tumor-like conditions, with special 
emphasis on the "gray" areas between benign and malig- 
nant neoplasms and the overlapping morphology of various 
sarcomas. The author presents a number of concepts which 
are supported by observations deducted from records at 
Memorial Sloan-Kettering Cancer Center, 599 pp. 
(7% X 10%), numerous illus. (several plates in color), tables, 
1979, $65.00. 


CANCER DERMATOLOGY 

Edited and with contributions by FREDERICK HELM, M.D., 
State University of New York at Buffalo. (39 Contributors). A 
concise presentation of current knowledge of skin cancer 
and the cutaneous manifestations associated with internal 
malignancies. A multi-disciplinary, comprehensive team 
approach is stressed throughout. Etiology, epidemiology, 
carcinogenesis and genetic aspects of skin cancer are 
discussed. 507 pp. (7 X 10), 314 illus. (includes 19 illus. on 3 
full-color plates), 1979, $45.00. 


DRUG INTERACTIONS, 4th ed. 

By PHILIP D. HANSTEN, Pharm.D., Washington State Uni- 
versity, Pullman. The clinical significance of drug-drug 
interactions and the effects of drugs on clinical laboratory 
results are presented in this work in a clear, concise manner 
that can be easily utilized in actual practice. This new 
edition has been expanded to include about two hundred 
additional drug-drug and drug-food interactions, 552 pp., 
paperback, 1979, $16.00. 
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VANSEB* Dandruff Shampoo with protein: gentle — 
cleansing action eliminates excess oil and flakes. 
Conditioning cream or lotion formula for daily use. 
-T® Tar Shampoo with protein: combines the 
tar with high lathering, conditioning action. 
ream or rich lotion form. oo nl 


Their great accomplishment: 
a healthy scalp and glorious hair. 


















A clean, healthy scalp: 
whether it's mild dandruff or severe. 





Exsel!” Lotion 
(selenium sulfide) 2.5% 


CONTAINS: selenium sulfide ........... 2.5% 
with: edetate disodium; bentonite; sodium linear 
alkylate sulfonate; alphaolefin sulfonate; glyceryl 
monoricinoleate; silicone; titanium dioxide; 
citricacid monohydrate; sodium phosphate mono- 
basic, monohydrate ; perfume and purified water. 
ACTIONS: The mechanism of action of selenium 
sulfide in seborrheic dermatitis is unknown. 
INDICATIONS: Selenium sulfide is indicated in 
the treatment of seborrheic dermatitis ofthe scalp, 
including dandruff. CONTRAINDICATIONS: The 
product should not be used by patients allergic 
to any of its components. WARNINGS: Safety for 
use in infants has not been established. PRECAU- 
TIONS: 1. Chemical conjunctivitis may result if 
this preparation enters the eyes. 2. The product 
should be used with caution when acute inflam- 
mation or exudation is present as an increase in 
absorption may occur. ADVERSE REACTIONS: 
1. Hair loss has been reported with the use of 
the product. 2. Discoloration of the hair may 
follow the use of selenium sulfide. This can be 
minimized by careful rinsing of the hair after 
treatment. 3. Oiliness ofthe hair and scalp may 
increase following the use of this product. 


1. Leyden JJ, Kligman AM. Dandruff — cause and 
treatment. Cosmetics & Toiletries 1979; 94:23-28. 


Herbert Laboratories 
Dermatology Division of 
Allergan Pharmaceuticals, Inc. 
Irvine, CA 92713 
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NEA A safe, 
economical method 
of permanent 
hair removal— 
from face, legs, body 


To save valuable office time, 
you can confidently recommend 
Perma Tweez to your patients 
for their home use. 


e Battery-operated instrument self- 
sterilizes when current flows. 


€ Patented self-correcting needle. 


No-puncture safety feature helps 
prevent infection. 


@ Proved clinically safe 
(report on request). 


= æ um æ FOR PHYSICIAN ORDERING om um um m 


GENERAL MEDICAL CO., Dept D-122 
1935 Armacost Ave. 
West Los Angeles, CA 90025 
30 DAY FREE TRIAL EXAMINATION. 
(May be returned with no obligation.) 

O PERMA TWEEZ $19.95 

L] ATTACHMENT $3.00 

(for treating others) 
O INVOICE AFTER 30 DAYS 
O CHECK ENCLOSED 
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an acne agent 


Specific because it works 
the way acne works— 
from the inside out. 


Evidence to date suggests that 
Retin-A* (tretinoin) can partially 
reverse abnormal keratinization 
and reduce the adhesiveness of 
horny cells within the follicle; 
thus by keeping the follicle 
clear, Retin-A decreases the ac- 
cumulation of sebum, which 
inherently inhibits both the pro 
liferation of P. acnes and the 
production of free fatty acids. 


SO specific 


SO SPECIFIC, IT’S EFFECTIVE ALONE. 











PR 


In a study of 127 patients’ with difficult-to-clear grades H 
and III acne, 8096 showed excellent to good results after 11 weeks 
of treatment with Retin-A 0.0196 Gel. There was: 


A 6696 reduction in papules 
A 68% reduction in pustules 
A 71% reduction in comedones 


Discontinuance due to erythema, irritation 
and peeling was only 1.5% 


„can be so versatile. 





SO VERSATILE, IT CAN BE USED EFFECTIVELY WITH ADJUNCTS: 





Retin-A* and benzoyl peroxide 
"Many patients with moderate to severe 
inflammatory acne may benefit from sequential 
treatment with tretinoin and benzoyl peroxide. 
This regimen combines the comedolytic 
properties of tretinoin with the antibacterial 


effect of benzoyl peroxide and, in many patients, 


obviates the need for systemic antibiotics.” 

The efficacy of benzoyl peroxide in 5% and 
1076 concentrations appears to increase when 
ised with tretinoin.’ 





TRADEMARK. 

Data on file, Dermatological Division, Ortho Pharmaceutical Corporation. 
Concomitant topical medication should be used with caution because of 
dossible interaction with tretinoin. Particular caution should be exercised in 
asing preparations containing peeling agents (such as sulfur, resorcinol, 
»enzoybperoxide, or salicylic acid) with Retin-A. It also is advisable to “rest” a 
gases skin until the effects of peeling agents subside before use of Retin-A 


lee see the following page for prescribing information. 
. 


Retin-A* and topical antibiotics 

Tretinoin is clinically effective in inflammatory 
acne, particularly when combined with 
antimicrobial therapy.^? 


Retin, nee 


(tretinoin) 
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SO VERSATILE, IT CAN BE ! 
USED EFFECTIVELY WITH ADJUNCTS: 





Retin-A Gel 0.01% 


Available in an economical 
45 gram tube, as well as 
the original 15 gram tube. 





Retin-A 
Cream 0.05% 


Available in tubes of 
20 grams and 45 grams. 





Also available.as: 


Retin-A Gel 0.025% 
tubes of 15 and 45 grams 


Retin-A Cream 0.1% 


tubes of 20 grams 


Retin-A Liquid 0.05% 


amber bottles of 28 ml 
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Before prescribing, please consult com- 
plete product information, a summary of 
which follows: 
Indications: RETIN-A is indicated for topi- 
cal application in the treatment of acne 
vulgaris, primarily grades I, II, and III in 
which comedones, papules, and pustules 
predominate. It is not effective in most 
cases of severe pustular and deep cystic 
nodular varieties (acne conglobata). 
Contraindications: Use of the product 
should be discontinued if hypersen- 
sitivity to any of the ingredients is 
. noted. 
. Warnings: Recent studies in hair- 
less albino mice suggest that tretinoin 
may accelerate the tumorigenic potential 
of ultra-violet radiation. Although the sig- 
nificance to man is not clear, pa- 
tients should avoid or minimize 
exposure to sun. Concomitant 
topical medication should be 
used with caution because of possi- 
ble interaction with tretinoin. Particular 
caution should be exercised in using prep- 
arations containing peeling agents (such 
as sulfur, resorcinol, benzoyl peroxide, 
or salicylic acid) with RETIN-A. It also is 
advisable to “rest” a patients skin until the 
effects of peeling agents subside before 
use of RETIN-A is begun. Exposure to sun- 
light, including sunlamps, should be 
minimized during the use of RETIN-A and 
patients with sunburn should be advised 
not to use the product until fully recovered 
because of heightened susceptibility to 
sunlight as a result of the use of tretinoin. 
Patients who may be required to have con- 
siderable sun exposure due to occupation 
and those with inherent sensitivity to the 
sun should exercise particular caution. Use 
of sunscreen products and protective 
clothing over treated areas may be prudent 
when exposure cannot be avoided. Other 
weather extremes, such as wind or cold, 
also may be irritating to patients under 
treatment with tretinoin. RETIN-A should 
be kept away from the eyes, the mouth, 
angles of the nose, and mucous mem- 
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branes. Topical use may induce severe 

local erythema and peeling at the site of 

application. If the degree of local irritation 
warrants, patients should be directed to 
use the medication less frequently, discon- 
tinue use temporarily, or discontinue use 
altogether. Tretinoin has been reported to 
cause severe irritation on eczematous skin 
and should be used with utmost caution in 
patients with this condition. 

Precautions: Medicated or abrasive soaps 

and cleansers, soaps and cosmetics that 

have a strong drying effect, and products 
with high concentrations of alcohol, astrin- 
gents, spices, or lime should be used with 
caution because of possible interaction 
with tretinoin. If medication is applied ex- 
cessively, no more rapid or better results 
will be obtained and marked redness, 
peeling, or discomfort may occur. 

How Supplied: RETIN-A Trademark 

(tretinoin) is supplied as: 

1. A 0.02596 Gel in tubes of 15 grams and 
45 grams, and 0.0196 Gel in tubes of 15 
grams and 45 grams. 

2.A 0.196 Cream in tubes of 20 grams and 
0.0596 Cream in tubes of 20 grams and 
45 grams. 

3. A 0.0596 Liquid in amber bottles con- 
taining 28 ml. 


References: 1. Shalita AR, et al: Dermatol. 2: 
52, December 1979. 2. J. Invest. Dermatol. 

73 (no. 5):439, 1979. 3. Mills OH, Kligman AM: 
Acta. Derm. Venereol. 58:555, 1978. 
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A CLINICAL SUCCESS 
IN THE WORLD OF 


STEROID RESPONSIVE 
DERMATOSES... 











-ontact Dermatitis 


soriasis 


riist's interpretation 





eborrheic 
'erfnatitis 





Please see last page of advertisement for full prescribing information. 


| CYCLOCORT 


CREAM / with AQUATAI 
O. 1%/ Hydrophilic Bas 
, gi Ll en 


Effectiveness in the 
dermatoses you treat 
most often 


More than 60 studies, conducted by 50 investigators 
in 18 countries, have demonstrated the outstanding 
therapeutic efficacy of CYCLOCORT in a full range 
of steroid responsive dermatoses. 


Rapid, predictable response 


This new synthetic glucocorticoid has brought about 
early, consistent improvement in eczema, psoriasis, 
contact dermatitis, seborrheic dermatitis and many 
other common dermatoses. ! 

















Given D..d.in many patients 


Because of its potency, CYCLOCORT can be used 

successfully on a 0.i.d. basis. Comparative studies wit 

Betamethasone valerate cream in patients with eczem: 
tous dermatoses have shown the following results: 








Global improvement in eczematous _ 
dermatoses following two weeks of b.1.d. therapy — 


















































4 controlled studies. 
CYCLOCORT 0.1% Betamethasone Valerate 0.176 
lotal | | Il lotal | : g | 
Patients | Cleared | Excellent i Good Patients Cleared Excellent | Go id 
Study A 21 MES 8 1 20 8 ; m 
5 | q | | ? 
| Study B 22 Nd be 6 22 | 4 1 
| zi] IRL a F s | A ae 
Study C 18 | 1 ew 3 | 17 3 n 5 
—— L— n L- - - - 
Study D 16 8 NEM ik 20 4 12 252 
———— ——— ——— LI i ——Í = 
| Total 77 28 «| 3h | 79 19 23 — MN 
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digh potency...in a unique 
iydrophilic base 


YCLOCORT has produced outstanding clinical results 
n patients with psoriasis. Good to excellent improve- 
nent in symptoms such as pruritus, erythema, scales, 
nduration, papules and plaques was observed in the 
aajority of patients after only one week of treatment. 


igh vasoconstrictive activity 


n “blanching” response analyses on human skin, 

: YCLOCORT demonstrated significantly more activity 
han Betamethasone valerate, 0.1%, and Fluocinolone 
icetonide, 0.025%, and showed essentially the same 
rasoconstrictor activity as Halcinonide, 0.1%. 





Comparative Vasoconstrictive Data? 
a (Histograms of blanching responses 
—summed % total possible score) 














CYCLOCORT Halcinonide Betamethasone Fluocinolone 
Amcinonide Valerate Acetonide 


ote: Although many investigators believe vasoconstrictor activity studies offer an indication 
potential clinical anti-inflammatory efficacy, no definite correlation has been proven. 


Vell accepted by patients 


YCLOCORT, formulated in Lederles AQUATAIN" 
ydrophilic base, contains 74.395 water and humectants — 
) soften and moisturize skin. In addition, the cream base 
t CYCLOCORT contains no common sensitizers to 
zgravate an existing dermatitis or create a new one. 
herefore, CYCLOCORT is extremely well accepted by 
atients, and questions concerning acceptability have 
rewght highly favorable responses? 


Data on file, Medical Department, Lederle Laboratories. 2. Woodford, R 











; Haigh, J. M Bioavailability and Activity of 0.1% 





cino ide Preparations: Comparison with Pri »prietary Topical Corticosteroid Preparations of Differing Potencies. Curr. Ther 
s. 26::3)301-310, Sept., 1979. 3. Rocha, G. L.; Quinete, S. S.; Dantas, F. E. Faria, T.: Curr. Ther. Res. 19:538-549, 1976 
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CYCLOCORT — 





AMCINONID 





CREAM / with AQUATAIN™ 


O1%/ Hydrophilic Base 














Potency, efficacy and 
convenience in 
Steroid-responsive 
dermatoses 


One form 





Cream 


One strength 


0.1% 


Two convenient sizes 





15 gram and 
60 gram tubes 
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CYCLOCORT * Amcinonide 
Cream 0.1% with AQUATAIN™ Hydrophilic Base 


Description: 0.1% topical cream with AQUATAIN™ hydrophilic ba 
Each gram of CYCLOCORT topical cream contains 1 mg (0.176) of t 
active steroid, amcinonide in AQUATAIN, a specially formulated b: 
composed of emulsifying wax NF, isopropyl palmitate, glycerin US 
sorbitol solution USP, lactic acid, 2% benzyl alcohol and purified wa 
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Action: Topical steroids are primarily effective because of their ai 
inflammatory anti-pruritic, and vasoconstrictive actions. 


Indications: For relief of the inflammatory manifestations of cc 
costeroid-responsive dermatoses. 


Contraindications: Topical steroids are contraindicated in those 
tients with a history of hypersensitivity to any of the component: 
the preparation. 


Precautions: If irritation develops, the product should be discontint 
and appropriate therapy instituted. 


In the presence of an infection the use of an appropriate antifungal 
antibacterial agent should be instituted. If a favorable response d 
not occur promptly, the corticosteroid should be discontinued until 

infection has been adequately controlled. 


If extensive areas are treated or if an occlusive technique is used th 
will be increased systemic absorption of the corticosteroid and suita 
precautions should be taken, particularly in children and infants. 


Although topical steroids have not been reported to have an adve 
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Trizygotic Triplets and Dizygotic Twins 


in a Family With Psoriasis 


Lawrence E. Cutler, MD; Joel E. Bernstein, MD; Keyoumars Soltani, MD 


A {though psoriasis has a familial 
incidence of about 40%'* and 
there are abundant data indicating 
that genetic factors are operative in 
the cause of psoriasis, the mode of 
inheritance remains controversial. At- 
tempts to ascertain the mode of inher- 
itance have focused on studies of 


See also editorial p 657. 


twins affected with psoriasis? Howev- 
er, such studies are often biased owing 
to the tendency to report only concor- 
dant twin pairs. In this article, we 
report an unusual pedigree of a family 
with psoriasis that includes dizygotic 
twins and trizygotic triplets. 


Report of a Case 


A 19-year-old man was referred to the 
University of Chicago Hospitals for treat- 
ment of a recent exacerbation of his psoria- 
sis. The patient’s condition was first diag- 
nosed as psoriasis at the age of 6 years, and 
he had subsequently experienced several 


From the University of Chicago Hospitals and 
Clinics and the Pritzker School of Medicine. 

Reprint requests to 950 E 59th St, Box 409, 
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severe exacerbations, one requiring hospi- 
talization. Clinical examination demon- 
strated well-cireumscribed, erythematous 
plaques covered by a silvery scale on the 
scalp, trunk, and extensor surfaces of the 
extremities. i 
Microscopic examination of skin biopsy 
specimens indicated parakeratosis, acan- 
thosis, papillomatosis, thinning of the 
suprapapillary plate, Munro’s microab- 
scesses, dilation and tortuosity of capillary 
loops, and a perivascular infiltrate of leu- 








kocytes and lymphocytes in the upper layer 
of the dermis. He was successfully treated 
with a regimen of topical fluoridated gluco- 
corticoids, tar, and ultraviolet radiation. 

Most of the members of this patient’s 
large family have psoriasis, including two 
trizygotic triplets and one dizygotic twin 
who are his siblings. The pedigree of this 
family (Figure) was obtained by careful 
dermatological examination and question- 
ing of the proband, his parents, and his 
siblings. 





Pedigree of family with psoriasis. Proband is designated (arrow). Presence of psoriasis in 
member is shown by shaded symbols. In immediate families of Il, Ie, II., Iha, Iha, and Il, 


no member has psoriasis. Oldest member of generation IV is 10 years old. . 


w. 
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Pedigree Analysis 


‘The pedigree discussed in this 
report demonstrates vertical trans- 
mission of psoriasis through three 
generations. Marriage between af- 
fected and normal persons produced 
22 children, 11 of whom have psoriasis. 
The sexual distribution of these 
affected offspring is 3/5 male sub- 
jects and 8/17 female subjects. 


Comment 

Numerous published family investi- 
gations'? have provided evidence that 
psoriasis is a genetically determined 
disorder. Abele et al studied 44 
affected persons in six generations 
and concluded that psoriasis is trans- 
mitted in an autosomal dominant 
fashion with incomplete penetrance. 
Watson et al* surveyed family history 
questionnaires from hundreds of pa- 


tients with psoriasis and suggested 
that psoriasis is polygenic in its inher- 
itance. Although other large-scale 
population studies have failed to 
resolve such conflieting views, the 
bulk of current evidence supports the 
hypothesis that the mode of inheri- 
tance in psoriasis is autosomal domi- 
nant. 

The subject pedigree is most consis- 
tent with such an autosomal dominant 
means of inheritance. The vertical 
transmission through generations, 
coupled with the almost equal inci- 
dence of psoriasis in both sexes, sup- 
ports such a hypothesis. The absence 
of psoriasis in the first generation 
may be explained by assuming over- 
looked minimal involvement, incom- 
plete penetrance, new mutations in 
the second generation, or by postulat- 
ing that the genetic expression in the 


Papillary Eccrine Adenoma 


Bahram Sina, MD; Mouta Dilaimy, MD; Dalia Kallayee, MD 


apillary eccrine adenoma, an entity 

first recognized in 1977, is a rare 
cutaneous tumor that can be trou- 
blesome to the dermatopathologist.' 
This tumor, previously regarded as 
occasionally malignant, can be accu- 
rately diagnosed microscopically and 
appears to follow a benign course. 
Because of the changing opinion con- 
cerning the biologic nature of papil- 
lary eccrine adenoma, we thought it 
worthwhile to present our experience 
with two additional cases of this 
tumor. 


Report of Cases 


Case 1.—A 66-year-old black man had 
had a flesh-colored, asymptomatic tumor 
on the right thigh for 14 years. On exami- 
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nation, the lesion measured 3 x 2 x 0.5 
em; its surface was smooth at the periph- 
ery but irregular and verrucous in the 
center (Fig 1). There was no lymphadenop- 
athy, and the remainder of the patient's 
physical examination results were normal. 
The lesion was surgically excised. No evi- 
dence of recurrence or metastases was 
observed two years later. 

Case 2.—A 68-year-old black woman had 
noticed recent growth of a hard mass on 
the right side of the forehead that had been 
present, without change, for several years. 
The lesion was asymptomatic. On examina- 
tion, she had a 1.2-cm, irregular, yellowish 
nodule on the right temporofrontal portion 
of the scalp. The results of her general 
physical examination were otherwise nor- 
mal. 

The lesion was surgically exeised in July 
1970. No recurrence had been observed 
after a nine-year follow-up period. 


Histopathologic Findings 
Both lesions described herein had 


first generation may have been mod- 
ified by environmental influences. 
More extensive analyses of families 
with psoriasis are essential in estab- 
lishing the mode of inheritance of 
psoriasis. 
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similar pathologic changes, consisting 
of unencapsulated collections of di- 
lated ducts of varying sizes and 





Fig 1.—Gross appearance of cutaneous 
lesion in case 1. Note smooth epithelium at 
border and verrucaus center. 
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Fig 2.—Specimen from lesion in case 2. Well-defined, nonencapsulated dermal tumor 
contains many duct-like structures, interspersed by fibrous trabeculae (hematoxylin- 
eosin, original magnification x 12). 


shapes (Fig 2). These ducts were sur- 
rounded by two layers of epithelial 
cells and a fibrous stroma. Some of the 
duets had papillary projections pro- 
truding into the lumina, to form irreg- 
ular, complex patterns. The ductal 
cells were primarily cuboidal, but 
some were columnar or flattened. An 


Accessory Tonsils 


David A. Paslin, MD 


Accessory tonsils may be found at 

one or several sites in the mouth. 
Often, neither the patient nor the 
physician is aware of their presence. 
Recently I examined a woman with 
cancerophobia who insisted that I 
remove a small papule on the floor of 
her mouth. Microscopic examination 
of the excised tissue showed an ectopic 
tonsil. 


Report of a Case 
A 87-year-old woman had first noticed a 
From the Department of Dermatology, the 
University of California School of Medicine, San 


Francisco. 
Reprints not available. , 
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amorphous eosinophilic substance 
(PAS-positive, diastase-resistant) was 
present in several ducts. 

Many of these structures were simi- 
lar to eccrine ducts, giving a syringo- 
ma-like appearance to the lesions at 
the periphery. A few mononuclear 
inflammatory cells were present 


lesion on the floor of her mouth several 
weeks prior to her office visit. Her past 
medical history included childhood pneu- 
monia and multiple breast biopsy specimen 
that showed benign changes. For some 
years she had been under outpatient psy- 
chiatrie treatment for cancerophobia and a 
chronic anxiety state. Her long-term and 
ongoing medication was limited to thiori- 
dazine. Although the patient was asympto- 
matie, the presence of the lesion was intol- 
erable to her, and she sought to have it 
removed. 

Inspection disclosed a 3 x 3-mm oval, 
pink, lucent, rounded, firm papule on the 
sublingual fold just to the right of the 
frenulum. 

The lesion was removed while the 
patient was under local anesthesia. Micro- 


where ducts opened to the surface in 
case 1. No neoplastic changes were 
observed. 


Comment à 


Rulon and Helwig’ described a dis- 
tinctive cutaneous neoplasm that they 
named "papillary eccrine adenoma." 
The importance of the correct diagno- 
sis of this lesion lies in the recognition 
of its benign biologic behavior, in 
spite of the fact that it may resemble 
a papillary adenocarcinoma. This tu- 
mor is usually found as a solitary 
nodule on the extremities of middle- 
aged patients. Black or white patients 
of either sex may be affected. Ade- 
quate local excision appears to be the 
therapy of choice; our two cases exhib- 
ited no recurrence on follow-up exam- 
inations after two years in one case 
and nine years in the other. Both the 
histologic appearance of these tumors 
and their clinical course demonstrate 
the similarity of these lesions to those 
previously reported as papillary ec- 
crine adenomas.’ 
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scopic examination of the specimen indi- 
cated an accessory tonsil (Figure). 


Comment 


Accessory tonsils are a little known 
and seldom recognized entity in the 
mouth. Of 503 normal male subjects 
examined (average age, 24 years), 21% 
had one to 25 accessory tonsils on the 
posterior soft palate, 5% had one to six 
of these structures on the ventral sur- 
face of the tongue, and 12% had one to 
16 such lesions randomly distributed 
on the floor of the mouth. To my 
knowledge, the natural history of 
accessory tonsils has not been de- 
scribed but may be expected to resem- 
ble that of tonsillar tissue of the pal- 
ate or pharynx. 

Microscopically, these 1- to 3-mm 
papules uniformly show a central 
erypt lined by stratified squamous 


Y. 
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Circumscribed masses of lymphoid cells forming germinal centers surround central 
crypt of stratified squamous epithelium. Lymphoid cells infiltrate crypt wall and extend to 
surface through overlying mucosa (hematoxylin-eosin, original magnification x 25). 


epithelium continuous with the sur- 
face epithelium, as established by se- 
rial sections. Peripheral to the crypt, 
the accessory tonsil consists of a cir- 
cumscribed mass of lymphoid tissue 
showing normal nodal architecture. 
Acral portions of minor salivary 
gland ducts display clinical findings 
similar to those of accessory tonsils; 
however, they tend to be slightly 
whiter and more lucent than accessory 
tonsils. Small cysts of ruptured minor 
salivary ducts likewise resemble ac- 


cessory tonsils. Clinically, it may be 
impossible to distinguish accessory 
tonsils from small lymphoepithelial 
cysts (also called “branchial cleft 
cysts"). Microscopically, this distinc- 
tion may be equally difficult, and the 
two entities may in fact be identical. 
Young and Claman’ found a close 
resemblance between tonsillar tissue 
and an oral lymphoepithelial cyst, 
both in the crypt-like epithelium and 
in the surrounding lymphoid tissue. 
Grossly and microscopically, papillo- 


Penicillamine-Induced Pemphigus 


Henri Trau, MD; Miriam Schewach-Millet, MD; Isaac Gold, MD; 
Abraham Feinstein, MD; Isaac Horowitz, MD; Naomi Kaplinsky, MD 


he first case of penicillamine- 
induced pemphigus in a patient 
with Wilson's disease was reported by 
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Degos et al' in 1969. This was followed 
by many other reports of pemphigus 
(usually foliaceus or erythematosus), 
occurring mainly in patients treated 
with penicillamine for rheumatoid 
arthritis (RA). We present here a case 
of pemphigus vulgaris, probably in- 
duced by penicillamine that affected 
only the oral mucosa. 


Report of a Case 


A 50-year-old woman was hospitalized at 
the Dermatology Service of the Chaim 


mas, nevi, fibrous hyperplasia, and 
fibromas may be more readily distin- 
guished from accessory tonsils. 

Cytologic scrapings from the crypts 
of accessory tonsils, showing pyknotic, 
degenerating, and desquamating 
Squamous cells, have been erroneously 
interpreted as showing possible ma- 
lignant changes when the source of 
the cells was unknown.‘ 

Rarely, accessory tonsils become 
inflamed, resulting in swelling, ten- 
derness, and exudation. Under these 
circumstances, removal may be indi- 
cated. However, small, pink, asympto- 
matic, oral papules that are not 
enlarging (be they accessory tonsils, 
lymphoepithelial cysts, intact minor 
salivary ducts, or ruptured minor sali- 
vary ducts) seldom cause substantial 
disease. Consequently, they usually 
may be left untreated unless the diag- 
nosis is in doubt. 


Nonproprietary Name and 
Trademark of Drug 


Thioridazine—Mellaril. 
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Sheba Medical Center, Tel-Hashomer, Is- 
rael, in December 1978 because of a sore 
throat, difficulty swallowing, and painful, 
recurrent erosions of the oral mucosa that 
had appeared six weeks previously. Her 
history indicated classic seropositive RA 
that had begun four years earlier, and for 
which she had received anti-inflammatory 
drugs and intramuscular gold sodium thio- 
malate therapy (50 mg once a week for 14 
months). In March 1977, she began receiv- 
ing gradually increasing doses of penicil- 
lamine, 250 to 500 mg/day, together with 
400 mg of ibuprofen three times a day. In 
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July 1978, a pruritic macular rash had 
developed. Penicillamine therapy was dis- 
continued and, one month later, was 
resumed in a smaller dosage (125 mg/day) 
after the rash had disappeared. 

On admission, results of the physical 
examination were normal except for slight 
soft-tissue swelling of the wrists, the prox- 
imal interphalangeal joints, and the knees. 
No skin lesions were found. The main 
findings were in the oral mucosa, mainly 
on the soft palate, tongue, and mucosa of 
the lower lip and cheeks. Here there was 
diffuse erythema and multiple irregular 
erosions. Findings from urinalysis, com- 
plete blood cell count, and routine blood 
chemistry studies were all normal. Indirect 
laryngoscopy indicated large erosions on 
the pharynx and the larynx. Esophagosco- 
py findings were normal. Histologic exam- 
ination of a biopsy specimen of an oral 
erosion showed that the epithelium that 
remained consisted of the basal cell layer 
above which were a few acantholytic cells 
underlying a crust (Figure). The findings 
were consistent with the diagnosis of pem- 
phigus vulgaris. Direct immunofluores- 
cence microscopy of the perilesional muco- 
sa showed deposition of IgG and C3 in the 
intercellular substance. Indirect immuno- 
fluorescence microscopy was done using 
human skin as a substrate. The findings of 
another examination of the patient's 
serum for circulating antibodies to the 
intercellular substance of the epidermis 
(pemphigus antibodies) were negative. 

The patient received a regimen of 100 
mg/day of prednisone, which was gradual- 
ly reduced to 60 mg/day during a three- 
week period. This led to a notable improve- 
ment in her condition. At this stage, 100 
mg/day of azathioprine was added, and 
prednisone therapy was gradually reduced 
to 20 mg/day. Her condition worsened, and 
an increased azathioprine dosage to 150 
mg/day produced no improvement. In 
December 1979, thirteen months after 
withdrawal of therapy with penicillamine, 
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although still receiving 50 mg/day of aza- 
thioprine and 10 mg/day of prednisone, 
new lesions were still appearing on her 
oral, pharyngeal, and laryngeal mucosa. 


Comment 


Penicillamine, previously the drug 
classically used in the treatment of 
Wilson's disease and cystinuria, is 
increasingly employed in the treat- 
ment of RA and, to a lesser extent, of 
systemic sclerosis. Concomitantly 
with its increased use, many new side 
effects have been reported. 

Cutaneous manifestations of hyper- 
sensitivity to penicillamine are fre- 
quent. They usually appear in the first 
ten days of treatment as morbilliform 
or urticarial pruriginous eruptions. 
Withdrawal of penicillamine therapy 
leads to prompt recovery, and the 
drug can usually be reintroduced with- 
out the rash recurring.” 

Prolonged use of penicillamine may 
alter the collagen and elastic fibers of 
connective tissue, resulting in the 
appearance of epidermolysis bullosa- 
like lesions’ and elastosis perforans 
serpiginosa.* 

Penicillamine is also able to induce 
or to trigger the appearance of vari- 
ous "autoimmune" diseases, including 
pemphigus.‘ About 30 cases of pem- 
phigus that occurred after penicillam- 
ine treatment have been reported pre- 
viously.** In those patients, the skin 
manifestations appeared two to 48 
months (mean, one year) after initia- 
tion of penicillamine therapy, and the 
total dose received varied from 70 g to 
660 g (mean, 275 g). In most patients, 
the clinical and histologic pictures 


were compatible with pemphigus fol-. 
iaceus or erythematosus, except in 

two cases^' and in our case in which 

pemphigus vulgaris was diagnosed. In 

three cases, the oral lesions were the 

most prominent features.'** Our pa- 

tient had oral lesions only, without 

skin involvement. 

Direct immunofluorescence micros- 
copy showed deposition of IgG and C3 
throughout the epidermis in all cases 
in which it was performed. In most 
patients, indirect  immunofluores- 
cence microscopy was either negative 
(as in our case) or showed a low level 
of antiepithelial antibodies, even 
though some patients had extensive 
lesions. 

Approximately half of the patients’ 
symptoms remitted spontaneously 
with cessation of penicillamine thera- 
py. The remaining patients (including 
ours) had a more prolonged course of 
pemphigus, with new lesions still 
appearing after penicillamine therapy 
was discontinued. They required long- 
term steroid and sometimes immuno- 
suppressive treatment to control their 
disease. 


Ulla Bartenstein performed the histologic sec- 
tions. Hana Kaner and Bilha Hazaz performed 
the immunofluorescent studies. 


Nonproprietary Names and 
Trademarks of Drugs 


Azathioprine—Imuran. 
Ibuprofen—Motrin. 
Penicillamine—Cuprimine. 
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hatever its cause, contact dermatitis 
presents primarily as inflammation... 
soon to be exacerbated through 
repeated, almost uncontrollable 
excoriation. 
Prompt, potent anti-inflammatory ac- 
ion is called for...and Lidex" (fluocin- 
pnide) cream provides it. Its proven 
Bteroid is 100% dissolved for optimal 


penetration, while its cream vehicle 
adds the desired drying action as 
well. And patient acceptance is high 
because the cream vanishes rapidly 
without greasiness. On all counts, it's 
asensible choice forthe inflammatory 


manifestations of contact dermatitis, 


or any steroid-responsive derrnatosis 
characterized by moist lesions. 


CREAM O05% 


LIDEX 


(FLUOCINONIDE 


POTENCY 

IN THE 
PENETRATING 
FAPG BASE 





E 
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` LIDEX (fluocinonide) 
Cream 0.05% 


| Description LIDEX cream 0.05% contains the active 
| compound fluocinonide. Fluocinonide, which is the 
-— 2l-acetate ester of fluocinolone acetonide, has the 
| chemical formula 6a, 9-diflyoro-118, lóa, 17, 21- 
| tetrahydroxypregna-l, 4-diene-3, 20-dione, cyclic 
-. 16, 17-acetal with acetone, 21-acetate. 
|. LIDEX cream contains fluocinonide 0.5 mg /g. in 
— FAPG’ cream, a cream base of stearyl alcohol, poly- 
| ethylene glycol 6000, propylene glycol, l, 2, 6- 
| hexanetriol and citric acid. This white cream vehicle 
ds greaseless, non-staining, anhydrous and water 
| miscible. The base provides emollient and hydro- 
| philic properties. In this formulation, the active 
ingredient is totally in solution. 
| Indications Inflammatory manifestations of cortico- 
— steroid-responsive dermatoses. 
|. Contraindications Topical steroids are contraindi- 
| cated in patients with a history of hypersensitivity 
|... to any of the components of the preparation. 
K Precautions If irritation develops, discontinue the 
cream and institute appropriate therapy. 
In the presence of an infection, institute use of an 
appropriate antifungal or antibacterial agent. If a 
- favorable response does not occur promptly, dis- 
- continue the corticosteroid cream until the infec- 






| 
E 
| 
| 
f 


LARS 

| If extensive areas are treated or if occlusive tech- 
| nique is used, there will be increased systemic 
| absorption of the corticosteroid and suitable pre- 
fay cautions should be taken, particularly in children 
. and infants. 

. The safety of topical steroids in pregnant women 
has not absolutely been established. In laboratory 
—. animals, increases in incidences of fetal abnor- 
| malities have been associated with exposure of 

gestating females to topical corticosteroids, in some 
cases at rather low dosage levels. Therefore, drugs 
of this class should not be used extensively on 
pregnant patients, in large amounts or for pro- 
longed periods of time. 

` These products are not for ophthalmic use. 


Adverse Reactions Local adverse reactions reported 
with topical corticosteroids: burning, itching, irri- 
tation, dryness, folliculitis, hypertrichosis, acneform 
eruptions, hypopigmentation, perioral dermatitis. 
allergic contact dermatitis, maceration of the skin, 
secondary infection, skin atrophy, striae, miliaria. 
Dosage and Administration A small amount should 

|. be gently massaged into the affected area three 
or four times daily, as needed. 


How Supplied 
LIDEX Cream 0.05% — 15, 30 and 60g. tubes. 


Syntex Laboratories, Inc 
Palo Alto, California 94304 
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This bi-monthly publication is an invaluable source of information on the latest 
developments in medical computing technology. Produced by the AMA 
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THE FIRST WATERPROOF SUNSCREEN. 


ONE APPLICATION PREVENTS SUNBURN FOR AN AVERAGE DAY OF SWIMMING. 


Johnson & Johnson was the first to bring you a 
water-resistant sunscreen. Now it's the first to bring you 
a sunscreen that's waterproof —SUNDOWN? Maximal 
Protection Sunscreen. 

SUNDOWN, with a unique new formulation of three 
screening agents, offers remarkable sunscreen protec- 
tion. Just one application protects with a Sun Protection 
Factor of 8 before and even after four 20-minute swims. 
That's the equivalent of an average day of swimming. 
Parents will especially appreciate the protection SUNDOWN 
offers their children over the age of one, who are often 
in and out of the water. 

Because SUNDOWN rubs on smoothly and evenly, the 


NOT JUST WATER-RESISTANT 
E WATERPROOF. 


skin is uniformly protected —with less chance of streaking. 

Like all SUNDOWN products, SUNDOWN 
Maximal Protection is compatible with 
Retin-A* tretinoin therapy. 

SUNDOWN Maximal Protection Sun- 
screen. For waterproof protection through 
an average day of swimming. Also avail- 
able: SUNDOWN Extra Protection (SPF 6) 
SUNDOWN Moderate Protection (SPF 4). 


* TRADEMARK 4 


SUNDOWN 
SUNSCREEN 


MAXIMAL PROTECTION SUNSCREEN CONTAINS: PADIMATE O 
(OCTYL DIMETHYL PABA) 7%, OCTYL SALICYLATE 5%, OXY- ei " 
BENZONE 2%, ALCOHOL 8.6%, IN AN EMOLLIENT BASE 


SUNDOWN........ 


d MAXIMAL PROTECTION 
" dofwwens(fofwwon 





'animproved 

betamethasone benzoate © 
cream formulated for 
greater activity 


Uticor | cream 


(betamethasone 
benzoate) 


RECANTE 





Effective treatment for all the corticosteroid-responsive ing exacerbation of excoriations and possible secondary 
eczemas —atopic, contact, and others—preservative-free — infection. 

UTICORT CREAM has been shown to yield significantly UTICORT, in the gel form, is especially valuable for scaly 
greater vasoconstrictor activity*t than that produced by lesions (as in seborrheic dermatitis), and for lesions occur- 
previously availaole betamethasone benzoate creams. ring in hairy areas. 


UTICORT CREAM is particula rly useful for the itchy, Crusty “Although the results of the standardized vasoconstrictor assay cannot be directly 


: A equated with topical efficacy in dermatologic therapy, they appear to have defi- 
lesions of subacute eczema. UTICORT CREAM promptly re nite predictive value and correlate well with clinical efficacy. 


lieves the severe pruritus of chronic eczema, thus minimiz- ^ :Dataon file, Parke-Davis 


Brief summary combined gel & cream . 

Uticort* Gel (betamethasone benzoate gel, USP) 0.025% and Uticort" Cream (betamethasone benzoate) 0.09596. For External Use Only. Caution — Federal law prohibits dispensing without prescription 
ACTIONS: Uticort Gel/Uticort Cream are primarily effective because of their anti-inflammatory, antipruritic, and vasoconstrictive actions INDICATIONS: Uticort Gel (betamethasone benzoate gel, USP)/Uticort 
Cream (betamethasone benzoate) are intended for relief of the inflammatory manifestations of corticosteroid-responsive dermatoses CONTRAINDICATIONS: Topical steroids are contraindicated in those 


the alcohol content of the vehicle, Uticort Gel (betamethasone benzoate Sel, USP) may cause mild, transient stinging without irritation if used on excoriated skin. Uticort Gel (betamethasone benzoate gel, 
USP)/Uticort Cream (betamethasone benzoate) are not for ophthalmic use. ADVERSE REACTIONS: The following local adverse reactions have been reported with topical corticosteroids, especially under 
occlusive dressings: burning, itching, irritation, dryness, folliculitis, hypertrichosis, acneiform eruptions, hypopigmentation, perioral dermatitis, allergic contact dermatitis, maceration of the skin, secondary 
infection, skin atrophy, striae and miliaria. WE/WE 


! PARKE-DAVIS 


Warner-Lambert Co 
po Magso0.2. (6-79) Morris Plains, NJ 07950 USA 


against tough tropical 
infections. 





And against 


the calendar, too. 


In follow-up studies of hundreds of 
patients for up to 4 weeks after completion 
: of therapy, an average of 92% remained 
clinically and mycologically clear. 


Dateline: Puerto Rico 

Even under the rigorous and 
adverse conditions of a hot, humid 
climate, MICATIN (miconazole 
nitrate) 2% cleared tinea pedis in 90% 
of 100 patients in a double-blind, 
placebo-controlled study. 

Pruritus was relieved rapidly — 
for many of the patients, within the 
first 24 hours of therapy. 

Four weeks after the end of 
therapy, the patients who were 
Cleared were reevaluated for clinical 
or mycological signs of recurrence. 
93% were still infection free. No 
adverse effects of the drug were 
noted. 


Dateline: Thailand 
The efficacy of MICATIN 
was further demonstrated in a 
randomized, double-blind 
study ^ of 140 patients with 
tinea corporis or tinea cruris. 
Again, MICATIN was 
remarkably successful: 8196 
of the patients responded 
to therapy. No adverse 
effects were reported. 






e 


( miconazol le 


Dateline: U.S.A. 


In well-controlled, double-blind 
studies’ of over 200 patients with 
tinea pedis, * tinea corporis, * tinea 
cruris, * candidiasis and tinea 
versicolor, MICATIN (miconazole 
nitrate) 2% provided mycological 
clearance (KOH and culture) in 83% 
and clinical clearance or improve- 
ment in over 9096 of patients. 

When the patients who were 
successfully treated and available for 
follow-up were evaluated two to four 
weeks later, 9296 remained clinically 
and mycologically clear. 

This record of MICATIN — 
Puerto Rico, Thailand and in the 
U.S. — is proof of its usefulness in a 
wide variety of fungal infections. But 
there are more reasons than efficacy 
to prescribe it in your practice. 

, Symptomatic relief is rapid — usually 
within 72 hours. Side effects are 
few and isolated. And MICATIN is 

economical — its prescription 
price is usually lower than that 
of other Rx antifungals. 


[ Ei Lotion 








nitrate] 29; 


— 


So effective the first time around, 


Pi it's seldom needed a second. 


Before prescribing, please con- 
sult complete product Informa- 
tlon, a summary of which 
follows: 

Indications: For topical application 
in the treatment of tinea pedis (ath- 
lete's foot), tinea cruris, and tinea 
corporis caused by Trichophyton 
rubrum, Trichophyton men- 
tagrophytes, and Epidermophyton 
floccosum, in the treatment of cuta- 
neous candidiasis (moniliasis), and 
in the treatment of tinea versicolor. 
Contraindications: MICATIN 
Cream and Lotion 296 have no 
known contraindications. 
Precautions: If a reaction suggest- 
ing sensitivity or chemical irritation 
should occur, use of the medication 
should be discontinued. 

For external use only. Avoid intro- 
duction of MICATIN Cream and 
Lotion 296 into the eyes. 

Adverse Reactlons: There have 
been isolated reports of irritation, 
burning, and maceration associated 
with application of MICATIN. 

How Supplied: MICATIN Cream 
296 containing miconazole nitrate at 
2% strength is supplied in ! oz., 15 
g., and 3 oz. tubes. MICATIN Lotion 
296 containing miconazole nitrate at 
296 strength is supplied in poly- 
ethylene squeeze bottles in quan- 
tities of 12 and 30 ml. 


References: 1. Ortiz LG, Papa CM: 
Clin. Therap. | (No. 6):444, 1978. 

2. Sivayathorn A, Piamphongsant T: 
Mykosen 22:21, Nov., 1978. 3. Data 
on file, Dermatological Division, 
Ortho Pharmaceutical Corporation. 
T. corporis, t. cruris, and candidiasis 
should be treated b.i.d. for 2 weeks, 
t. versicolor once daily for 2 weeks, 
and t. pedis b.i.d. for one month. 


*When infecting organisms 
are Trichophyton rubrum 





Epider dermophyton floccosum. - 
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| Persa-Gel' 
. (benzoyl peroxide) 


5% & 10% 


For external use only. 

Not for ophthalmic use. 

CAUTION: Federal law prohibits 
dispensing without prescription. 
DESCRIPTION: Persa-Gel 5% contains 
5% benzoyl peroxide; Persa-Gel 10% -+ 
contains 1095 benzoyl peroxide. Both 
concentrations are in a gel base, containing: 
acetone, carbomer, triethanolamine, 
sodium lauryl sulfate, propylene glycol 
and purified water. 

ACTIONS: Benzoyl peroxide is effective 
primarily because of its drying, peeling 
and antiseptic action. 

INDICATION: For adjunctive topical 
therapy of acne vulgaris. 
CONTRAINDICATIONS: Persa-Gel 
(benzoyl peroxide) is contraindicated in 
patients with acute inflammation and in 
patients with a history of hypersensitivity 
to any components of the preparation. 
PRECAUTIONS: If excessive irritation 
develops discontinue use and institute 
appropriate therapy. After the reaction 
Clears, treatment may often be resumed 
with less frequent applications. Avoid 
contact with eyes, eyelids, lips and other 
mucous membranes and anterior neck. 
May bleach hait and colored fabrics. 


"ADVERSE REACTIONS: Allergic 


contact dermatitis and severe erythema 
with crusting have been reported with 
topical benzoyl peroxide. 

DOSAGE AND ADMINISTRATION: 
Persa-Gel (benzoyl peroxide) should be 
applied thinly to cover affected areas after 
cleansing with nonmedicated soap and 
water or a degreaser. Initial application 
once daily before bedtime is 
recommended; increase to twice daily as 
tolerance develops: Feelings of warmth ` 
and stinging and slight erythema may be 
noted initially. It is advisable to initiate 
therapy with Persa-Gel 596 and shift to 
the use of Persa-Gel 109% after 3 or 4 
weeks, or earlier if tolerance to the 596 
has been determined. Therapeutic results 
are usually seen within 2 weeks with 
continued improvement thereafter. 
HOW SUPPLIED: Persa-Gel 5% 1.5 oz 
tubes (N 0064-8610-31); Persa-Gel 596 
3 oz tubes (N 0064-8611-03); Persa-Gel 
10% 1.5 oz tubes (IN 0064-8600-31); 
Persa-Gel 10% 3 oz tubes (N 
0064-8601-03). 

Store between 59*-86" F (15°-30° C). 


Patent Pending 


Owen Laboratories 
Dallas, Texas 75234 \ 
Division of Alcon Laborstoties Inc. 


p 


Starting 


point 


Therapeutic success in an 
effective acne treatment program 


begins with patient compliance. 


Persa-Gel* — the original benzoyl peroxide gel 

with a unique acetone base — 

m for cosmetic acceptance and patient 
compliance 

m for enhanced skin lipid solvent action 

m for specific bactericidal action at the 
follicular sites against P wcnes 

E for gentle keratolvtic effect on follicular 
keratinization 

W for proven effectiveness without exces- 
sive ervthema and desquamation 


Persa Gdl 


Acetone Gel 


(benze yl peroxide) ss. a 16% 


Owen Laboratories 
Dallas, Texas 75234 
Division of Alcon Laboratories, Inc 
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Spectrophotometry shows PreSun 15 
provides its peak absorption in the 
Critical Erythema Zone, 295-307 nm. 











260 270 280 290 300 310 320 330 340 350 360 
Ultraviolet Wavelengths (nm) 

In this comparison, PreSun 15 provided the greatest 
absorption not only in the Critical Erythema Zone, 
295-307 nm, but also the greatest average absorption 
throughout the entire UVB range, 290-320 nm. 
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There IS something 
new under the sun.... 


PreSun 15 


(5% PABA, 5% Padimate O, 3% oxybenzone) 


Provides . 
outstanding protection... 
documented by 

two methods: 


Solar Simulator Tests Also Affirm the 
Efficacy of PreSun 15. 


Rigidly controlled indoor testing, using a 
Xenon arc solar simulator, established 
that PreSun 15 provides an SPF (Sun 
Protection Factor) of 16.0." For 
example, if your patient can stay in 

the sun only 10 minutes without a 
sunscreen, a product with an SPF of 16 
could extend that time to 160 minutes 
—over 212 hours. 


The mean SPF of PreSun 15 places it in 
the highest category of sunscreens. 


*Data on file at Westwood Pharmaceuticals. 

tFDA guidelines set “15” as the ceiling for SPF values on 
labeling, while acknowledging that some sunscreens may 
indeed have higher documented protection factors. 
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* INDICATIONS: Based on a review of this drug 
by the National Academy of Sciences—National 
Research Council and/or other information. 
FDA has classified the indications as follows: i 
"Possibly" effective: For topical administration 
for the treatment of the listed localized infections 
or for suppressive therapy in such conditions: 
* primary pyodermas (impetigo, ecthyma, SyCO- 
sis vulgaris, paronychia) + secondary infected 
dermatoses (eczema, herpes, and seborrheic 
dermatitis) e traumatic lesions (inflamed or 
suppurating as a result ofbacterial infection). 
Final classification of the less-than-effective 
indications requires further investigation 











CONTRAINDICATIONS: Not for use in the eyes or 

in the external ear canal if the eardrum is perforated. 
This product is contraindicated in those individuals who 
have shown hypersensitivity to any of its components. 


the cosmetically 
infection fighter 


0.25 mg. Inactive ingredients: 
water, propylene glycol. polyo i 
emulsifying wax, and 0.26% methylparaben 


harder-to-treat areas 


toxicity and ototoxicity due to neomycin, care shou 
be exercised when using this product in treating 


extensive burns, trophic ulceration and other extensive -- 


conditions where absorption of neomycin is possible. 
In burns where more than 20 percent of the body 
surface is affected, especially ifthe patient has impaired 
renal function or is receiving other aminoglycoside 
antibiotics concurrently, not more than one application 
a day is recommended. 2 

When using neomycin-containing products to contro! 
secondary infection in the chronic dermatoses, such 

as chronic otitis externa or stasis dermatitis, it should 
be borne in mind that the skin in these conditions is 
more liable than is normal skin to become sensitized to 
many substances. including neomycin. The manifes- 
tation of sensitization to neomycin is usually à low 
grade reddening with swelling. dry scaling and itching; 
it may be manifest simply as a failure to heal. During 
long-term use of neomycin-containing products, perj- 
odic examination for such signs is advisable and the 
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indicate an increase in the prevalence of perso 
allergic to neomycin; Ototoxicity and nephrotc 
have beer reported (sed ing section). 
HOW SUPPLIED: Tube o 
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Professional $i 


SOAP RESIDUE 


Superfatted. soaps leave 
a residue on the skin. 


No detectable 
residue left on 
skin after 
washing with 
] PURPOSE* 
E Soap (150 x 
magnification 


PURPOSE Soap leaves 
nothing on the skin to 
complicate therapy. 


No fatty residue 


No abrasive specks 


No antibacterials 
No deodorants 


No tar derivatives 


The gentle soap 
for sensitive skin. 


... and for problem dry skin, 


Purpose" Dry Skin Cream: the clinically proven rich concentrate. 
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e Base versatility * Variety of sizes, strengths & vehicles 
e Samples * Color coding 
* Safe * Effective * Economical mmm 
e Promoted to dermatologists only m ad 





S Archives of DERMATOLOGY 


Copyright € 1980 by the AMERICAN MEDICAL ASSOCIATION 


VOL 116, NO. 7 JULY 1980 


EERS TO- THE: BDITOR! ESAn Gnd egg a eie niter nier die eet ccena 749 


Serum Copper Levels in Patients With Herpes Zoster Craig G. Burkhart, MD, 
James DeStephens, MD, Toledo, Ohio . . . Gangrene of the Scalp in Temporal 

* Arteritis Emilio Quintanilla, MD; Calixto Ayesa, MD; Daniel Fernández-Berridi, 
MD; Juan A. Casillas, MD, Pamplona, Spain... Amelanotic Lentigo Maligna 
Melanoma? Lawrence M. Wells, MD, Staten Island, NY . . . Rhizopus Infection 
Associated With Wound Dressing Steven R. Kohn, MD, Hackensack, 
NJ... Psoriasis Associated With Selective IgA Deficiency David M. Sagrans- 
ky, MD, Robert A. Greenwald, MD, New Hyde Park, NY... Erythematous 
Generalized Granuloma Annulare John R. Person, MD, Auburn, Mass . . . Loss 
of Tretinoin Activity Christopher M. Papa, MD, Greenbrook, NJ... Problem- 
Oriented Medical Records in Dermatology Michael Goldenhersh, MD, Bijan 
Safai, MD, New York . . . Possible Papillary Endothelial Hyperplasia Philip H. 
Cooper, MD, Stacey E. Mills, MD, Charlottesville, Va; Don Friday King, MD, New 
York . . . Clearing of Psoriasis After Threatened Dialysis? James E. Rasmuss- 
en, MD, Ann Arbor, Mich 


NEWS AND NOTES... ien Rhe rr rad ee RO LAE an ade 762 
EDITORIAL 


Reviewers for 1979 
Frederick D. Malkinson, MD, DMD, Roger W. Pearson, MD, Chicago .............. 771 


ORIGINAL CONTRIBUTIONS 


Acral Lentiginous Melanoma 
William P. Coleman lll, MD; Philip R. Loria, MD; Richard J. Reed, MD; 
Edward T. Krementz, MD, New Orleans ................sesssseeeneetteee 773 


Microscopically Controlled Surgery for Carcinomas in 
Patients With Nevoid Basal Cell Carcinoma Syndrome 
Frederic E. Mohs, MD, Madison, Wis; 
Daniel L. Jones, MD, Eau Claire, Wis; 
Frank:C: Koranda; MD Madison; Wis... serpere de D Mr aake rid 777 


Benign Lichenoid Keratosis 
COL Detlef K. Goette, MD, MC, USA, Presidio of San Francisco ...................... 780 


Mechlorethamine Hydrochloride Solutions and Ointment 
J. Richard Taylor, MD; Kenneth M. Halprin, MD; 
Victor Levine; T. Aoyagi, MD, Miami E DE a a e ae saer a Ao eserita T 783 


Risks of Unoccluded Topical Steroids in Clinical Trials 
William A. Akers, MD, Palo Alto, Calif ............ sss 786 


Palmoplantar Keratoderma and Charcot-Marie-Tooth Disease 
Giacomo Rabbiosi, MD; Giovanni Borroni, MD; 
Paolo Pinelli, MD; Vittorio Cosi, MD, Pavia, Italy... sss 789 


Perineural Invasion by Keratoacanthoma 
LTC Nikolajs A. Lapins, MC, USA, Elson B. Helwig, MD, Washington, DC ...... 791 
Li (Contents continued on page 736) 


Monthly Circulation 
in Excess of 18,000 


EDITORIAL BOARD 


Chief Editor 
Frederick D. Malkinson, MD 
Archives of Dermatology 
1725 W Harrison St, Room 224 
Chicago, IL 60612 
(312) 942-1230 


Assistant Chief Editor 
Roger W. Pearson, MD 
Chicago 


Harry L. Arnold, Jr, MD 
Honolulu 


John H. Epstein, MD 
San Francisco 


Robert E. Jordon, MD 
Wood, Wis 


Kimie Fukuyama, MD 
San Francisco 


Sigfrid A. Muller, MD 
Rochester, Minn 


Peter E. Pochi, MD 
Boston 


Denny L. Tuffanelli, MD 
San Francisco 


Gerald D. Weinstein, MD 
Miami 








CONTENTS—Continued 


CASE REPORTS 


Plantar Verrucous Carcinoma 
Neil A. Swanson, MD, William B. Taylor, MD, Ann.Arbor, Mich sss 794 


Recurrent Erysipelas Caused by Group B Streptococcus Organisms 
Alan N. Binnick, MD; Robert B. Klein, MD; 
Richard D. Baughman, MD, Hanover, NH |... 798 


Granulocytic Sarcoma of the Skin 
Nora C. J. Sun, MD, Torrance, Calif, Richard Ellis, MD, Los Angeles .............. 800 


Malignant Proliferating Angioendotheliomatosis 
Young C. Kauh, MD; Joseph P. McFarland, MD; Guy G. Carnabuci, MD; 
Herbert A. Luscombe, MD, Philadelphia me aea a e ear AA eE aata 803 


The Role of the Myofibroblast in Dupuytren’s Contracture 
CAPT William D. James, MD, MC, USA, 
COL Richard B. Odom, MD, MC, USA, Presidio of San Francisco .................... 807 


Complement-Fixing Intercellular Antibodies in a Case of Cicatricial Pemphigoid 
Vijay Kumar, PhD, Buffalo; Charles Yarbrough, MD, Huntington, WVa; 
Emst H. Beutner, PAD; Buffalo: «-.* 15. 08 TN mali, Sede eee tanh he cIde 812 


Pemphigus Foliaceus Resembling Eruptive Seborrheic Keratoses 
Nancy Bruckner, MD; Ronald A. Katz, MD; 
Antoinette F. Hood, MD, Washington, DC  ...........sssssssssse eH 815 


REVIEW ARTICLE 


Epidermal Ornithine Decarboxylase, Polyamines, Cell Proliferation, and 
Tumor Promotion 
Nicholas J. Lowe, MD, MRCP, Los Angeles -saniat i itaenea eee 822 


REGULAR DEPARTMENTS 
Bhort. Réporls ^0. aem s AEE I aee derat E RD Tete eee temo eee ISI TO 841 


Localized Multicentric Bowen's Disease of the Scalp Ricardo G. Mora, MD; 
Henry W. Jolly, Jr, MD; Gary E. Vaughn, MD, New Orleans . . . Adenolymphoma 
of the Sweat Gland Michael Bergholz, MD; Michael Altmannsberger, MD; Prof 
Alfred Schauer, Góttingen, Federal Republic of Germany . . . Occult Syringo- 
mas of Scalp Associated With Progressive Hair Loss Walter B. Shelley, MD, 
Margaret G. Wood, MD, Philadelphia... Familial Koilonychia Sgt Randy 
Darrel Bumpers, USAF, Maj Marvin Edwin Bishop, MC, USAF, Keesler AFB, 


Miss 
BOOB dis sini UNE DONO Vb AR ARI A Ie TT ONU UMP E TR MEL CSS e 846 
index o. AdverliSaig AEREE EO EEA num deren RICE dare ense ru E AR VIA RE 848 
instructions for Authors: 5... eus see Be Ue cree egy e tena ede a TNR YS 746 


SUBSCRIPTION RATES: The rates for the ARCHIVES OF DERMATOLOGY is as follows: for members 
of the AMA, $1.50, included in the annual membership dues; for nonmembers $24 for one year, $40 
for two years in the United States and US Possessions; all other countries, one year, $34; two years, 
$60. Special yearly price to residents, interns and medical students in the United States and US 
Possessions, one year, $12; two years, $20. Address all subscription communications to Circulation- 
Fulfillment Department. Phone: (312) 751-6079. 


CHANGE OF ADDRESS: POSTMASTER, send address changes to Helen R. Mazur, Director, 
Circulation-Fulfillment. Notification of address change should be sent at least six weeks in advance, 
including both old and new address, and a mailing label taken from the most recent copy. Include 
your new zip code number. 


THE ARCHIVES OF DERMATOLOGY (ISSN 0003-987X) is published monthly by the American 


Medical Association, 535 N Dearborn St, Chicago, IL 60610, and is an official publication of the 
Association. Second-class postage paid at Chicago and at additional mailing office. 


Plug into 
the medical ^ 
computing 
information 

network! 
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puters Systems in Medicine Program, 
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ways computer technology is used clini- 
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-the sweet smell of success. 
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Same efficacy and safety 


(SELENIUM SULFIDE 
LOTION, U.S.P.) B 


BRIEF SUMMARY 

Contains: Selenium sulfide, 212 96, w/v; bento- 
nite; lauric diethanolamide; ethylene glycol 
monostearate; titanium dioxide; amphoteric—2; 
sodium lauryl sulfate; sodium phosphate 
(monobasic); glyceryl monoricinoleate; citric 
acid; captan and perfume in an aqueous 
suspension. 

Indications: For the treatment of dandruff and 
seborrheic dermatitis of the scalp. 


Contraindications: Should not be used by 
patients allergic to any of its components. 
Warnings: Safety for use on infants has not 
„Been established. 

Precautions: Cutaneous sensitization of the 
scalp or adjacent areas has been reported; if 
‘sensitivity reactions should occur, discontinue 
use. Chemical coniunctivitis mav result if 


Nicer fragrance 
Lighter color 


product enters the eyes. Do not use when 
acute inflammation or exudation is present as 
an increase in absorption may occur. 


Adverse Reactions: As with other shampoos, 
oiliness or dryness of the hair and scalp may 
occur following use; there have been occasional 
reports of an increase in the amount of normal 
hair loss. Hair discoloration may occur; can be 
avoided or minimized by thorough rinsing. 


Accidental Oral Ingestion. There have been no 
documented reports of serious toxicity in humans 
resulting from acute ingestion of SELSUN; 
however, acute toxicity studies in animals suggest 
that ingestion of large amounts could resultin . 
potential human toxicity. For this reason, 
evacuation of the stomach contents 

should be considered in cases of 

acute oral ingestion. 0013332 
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Maybehis _ 
corticosteroid 
works... 


but will he 
“wear it to the 
office? 





The differences in efficacy among the various corticosteroid creams are difficult 

to assess. Getting patients to comply with the prescribed treatment schedule is 
often as critical to achieving desired results as is the potency of the active ingredient. 
For many patients, a corticosteroid cream must be cosmetically acceptable as well 

as effective. Emollient Cordran SP excels in this regard because it 





leaves no visible residue 
O occludes without being greasy 
^] soothes and softens irritated skin 


With Cordran SP. compliance is more likely 

because side effects are kept at a minimum 

as a result of the moderate, but nevertheless 

effective, dosage strength of its active ingredient. 

Emollient Cordran SP is available in two 

strengths— 0.05 percent and 0.025 percent — 

that effectively treat most corticosteroid- emollient cream 


responsive dermatoses. A 30-gm tube 


of Cordran SP is the right size for most ® 
patients as well as the most economical. T É an 


flurandrenolide 


j posta 
See adjoining column for summary of prescribing information. 
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. Cordran® SP 

Nüyrandrenolide 
Brief Summary. Consult the package 
literature for prescribing information. 


Description: Cordran is a potent cortico- 
Steroid intended for topical use. 

Each gmof Cream Cordran SP contains 
0.5.mg (0.05 percent) or 0.25 mg (0.025 
oercent) flurandrenolide in an emulsified 
base composed of stearic acid, cetyl 

alcohol, mineral oil, polyoxy! 40 stearate, 
propylene glycol, sodium citrate, citric 
acid, and purified water. 
Actions: Cordran is primarily effective 
because of its anti-inflammatory, antipru- 
ritic, and vasoconstrictive actions. 
Indications: For relief of the inflammatory 
manifestations of corticosteroid- 

- responsive dermatoses. 
Contraindications: Topical cortico- 
:Steroids are contraindicated in patients 
with a history of hypersensitivity to any of 

_ the components of these preparations. 


"Precautions: If irritation develops, the 





product should be discontinued and ap-' 


propriate therapy instituted: 
ooo ln the presence of an infection, an 
“appropriate antifungal or antibacterial 
agent should be used. If a favorable 
response does not occur promptly, the 
corticosteroid should be discontinued 
until the infection has been adequately 
controlled. 


If extensive areas are treated or if tħe 


occlusive technique is used, there will be 
increased systemic absorption ofthe cor- 
ticosteroid, and suitable precautions 


should be taken, particularly in children. | 


and infants. 


Although topical corticosteroids have | 


ot been reported to have an adverse 
_ effect on human pregnancy, the safety of 
their use on pregnant women has not 
“been absolutely established, In labora- 
tory animals, increases in incidence of 
;,fetal abnormalities have been associated 
with exposure of gestating females. to 





topical corticosteroids, in some cases at : 


rather low dosage levels. Therefore, 
drugs of this class should not be used 
extensively, in large amounts, or for pro- 
longed periods of time on pregnant 
patients. 

This product is not for ophthalmic use; 
Adverse Reactions: The following local 
adverse reactions have been reported 
witty topical corticosteroid: formulations: 
acneform eruptions, allergic contact der- 

matitis; burning, dryness, folliculitis, hy- 
pertrichosis, hypopigmentation, irritation, 
itching, and perioral dermatitis. 

The following. may. occur more fre- 
quently with occlusive dressings: macer- 
cation of the ‘skin; miliaria; secondary 
infection, skin atrophy, and striae. 
Administration and Dosage: For moist 
lesions, a. small quantity of the cream 
should be rubbed gently into the affected 
areas two or three times a day. [07:075] 


Additional information available 
to the profession on request. 
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of permanent 

hair removal- 
from face, legs, body 


To save valuable office time, 
you can confidently recommend 
Perma Tweez to your patients 
for their home use. — 


€ Battery-operated instrument self- 
sterilizes when current flows. 


Patented self-correcting needle. 


No-puncture safety feature helps 
prevent infection. 


€ Proved clinically safe. 


(report on request). - 
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How a sneeze on the 
other side of the world can 





Flu is serious business. It 
spreads like wildfire. And has been 
known to cripple a nation’s 

work force. 

The UN's World Health 
Organization keeps track of flu and 
identifies viruses so that people 
can be inoculated in time. 

The UN also has just about 
wiped out smallpox all over the 


ct your work force. 





world. It keeps check on cholera, 
yellow fever, polio, and malaria. 

By helping people everywhere, 
the UN is helping people right here. 
And that’s nothing to sneeze at. 


The UN means business. 
American business should know. 
Get the whole story. Send for a free 
booklet,“The You inthe UN” Write to FAV 
UN Assoc., 345 E. 46th St., N.Y. 10017. Counel 
A Public Service of This Magazine & The Advertising Council 








T 
New | | 
seach gees et | 


with Emollient Base 


[O elegant emollient base 

C proven efficacy of halcinonide 

C] particularly useful in common 
corticosteroid-responsive dermatoses 


atopic, eczematous, contact dermatitis /neurodermatitis 



















Overall Results in a Clinical Trial* 


C 96.7% overall improvement in atopic 

L] 100% overall improvement in neurodermatitis 
C 98% overall improvement in eczematous 

C 87.5% overall improvement in contact 

















No. of Percent Improved* 
Patients Excellent Good Fair | 
Atopic 31 58.1 35.5 3.2 | 
Neurodermatitis 10 70.0 20.0 10.0 
Eczematous 51 52.9 33.3 11.8 
Contact 8 25.0 37.5 25.0 3 
TOTALS 100 54.0% — 3307. 1009 ^. 
"Data on file at Squibb Institute for Medical Research. 1 
O, 
New Halcid C OI; 
aicidem Cream " 
Halcinonide Cream 01% 


with Emollient Base 
See following page for full prescribing information. 
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-with Emollient Base 


C elegant oil-in-water base—hydrates like 
an ointment; less drying than many creams 
(100% in solution—places the steroid at 
lesion site for optimal penetration 


(J interrupts the inflammatory process and 
- rapidly relieves pruritus 


The one to choose for most steroid-responsive dermatoses 











E self-preserved in propylene glycol—no 
known potentially sensitizing preservatives 


O non-greasy, non-staining base vanishes 
romptly—-enhances patient acceptance 


C available in 15g, 30g, 60g tubes 






















HALCIDERM* CREAM 0.1% 
Halcinonide Cream 0.1% 
DESCRIPTION 
;; Halciderm Cream (Halcinonide Cream 0.1%) contains the active syn- 
thetic corticosteroid halcinonide. Sheer | halcinonide is (116, 
` 16a)-21-Chloro-9-fluoro-11:hydroxy-16, 17-[ (1-methylethylidene) 
bis- (oxy) ]pregn-4-ene -3,20-dione. 

Each gram of Halciderm Cream 0.1% contains 1 mg halcinonide 
in a hydrophilic vanishing cream base consisting of propylene glycol, 
dimethicone 350, castor oil, cetearyl alcohol (and) ceteareth-20, pro- 
pylene glycol stearate, white petrolatum, and purified water. This for- 
mulation is water-washable, greaseless, and nonstaining, with 
moisturizing and emollient properties, 

ACTIONS 
Halciderm Cream (Halcinonide Cream 0.1%) is primarily effective be- 
'"'. cause of its anti-inflammatory, antipruritic, and vasoconstrictive actions. 


INDICATIONS i 

Halciderm Cream (Halcinonide Cream 0.1%) is indicated for relief of 
the inflammatory manifestations of corticosteroid-responsive 
dermatoses. 


CONTRAINDICATION 
‘Topical steroids are contraindicated in those patients with a history of 
hypersensitivity to any of the components of the cream. 
“PRECAUTIONS 
General 
<: Af irritation develops, the product should be discontinued and appropri- 
ate therapy instituted. 
In the presence of an infection, the use of an appropriate antifun- 
gal or antibacterial agent should be instituted. If a favorable response 
does not occur promptly, the corticosteroid should be discontinued until 
the infection has been adequately controlled. 
; If extensive areas are treated or if the occlusive technique is used, 

“there will be increased systemic absorption of the corticosteroid and 
suitable precautions should be taken, particularly in children and 
infants. 

This preparation is not for ophthalmic use. 

Usage in Preqnancy 
Although topical steroids have not been reported to have an adverse 
effect on human pregnancy, the safety of their use in pregnant women 
has not been absolutely established, In laboratory animals, increases in 
incidence of fetal abnormalities have been associated with exposure of 
gestating females to topical corticosteroids, in some cases at rather low 
- ‘dosage levels. Therefore, drugs of this class should not be used exten- 

~-sively on pregnant patients, in large amounts, or for prolonged periods 


of time. 
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Occlusive Dressing Technique 


, The use of occlusive dressing increases the percutaneous absorption of 
corticosteroids. For patients with extensive lesions it may be preferable 


to use a sequential approach, occluding one portion of the body at a 
time. The patient should be kept under close observation if treated with 
the occlusive technique over large areas and over a considerable period 
of time. Occasionally, a patient who has been on prolonged therapy, 
especially occlusive therapy, may develop symptoms of steroid with- 
drawal when the medication is stopped. Thermal homeostasis may be 
impaired if large areas of the body are covered. Use of the occlusive 
dressing should be discontinued if elevation of the body temperature 
occurs. Occasionally, a patient may develop a sensitivity reaction to a 
particular occlusive dressing material or adhesive and a substitute mate- 
rial may be necessary. : 

If infection develops, discontinue the use of the occlusive dressing 
and institute appropriate antimicrobial therapy. 
ADVERSE REACTIONS 
The following local adverse reactions have been reported with topical 
corticosteroids, especially under occlusive dressings: burning sensa- 
tions, itching, irritation, dryness, folliculitis, hypertrichosis, acneform 
eruptions, hypopigmentation, perioral dermatitis, allergic contact der- 
matitis, maceration of the skin, secondary infection, skin atrophy, striae, 
and miliaria. 
DOSAGE AND ADMINISTRATION 
Apply Halciderm Cream (Halcinonide Cream 0.1%) to the affected 
area three times daily. Rub in gently. 
Occlusive Dressing Technique 
Particularly resistant lesions of chronic dermatoses such as psoriasis and 
neurodermatitis may require the use of Halciderm Cream (Halcinonide 
Cream 0.1%) under occlusive dressings. Gently rub a small amount of 
the cream into the lesion until it disappears. Reapply the preparation 
leaving a thin coating on the lesion and cover with a pliable nonporous 
film. The frequency of changing dressings is best determined on an 
individual basis. Good results have been obtained by applying halcin- 
onide cream under an occlusive dressing in the evening and removing 
the dressing in the morning (i.e, 12-hour occlusion). When utilizing the 
12-hour occlusion regimen, additional halcinonide cream should be ap- 
plied, without occlusion, during the day Reapplication is essential at 
each dressing change. 
0.176) is supplied in 15g, 30g, and 60g tubes. (Im) 
Storage 


HOW SUPPLIED 

Halciderm Cream 0.1% (Halcinonide Cream 

Store at room temperature; avoid freezing and S UIBB 
refrigeration. Q ! 
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Superb protection spanning the complete spectrum 


of UVB and UVA radiation.. 


.those damaging 


wavelengths between 290 nm and 400 nm. 


Full spectrum protection you can count on. 


The most sophisticated sunscreen 


agents: Two PABA esters and oxy- 
benzone form the foundation of this 
versatile family. Known for UVB and - 
UVA absorption, these highly effective 
sunscreens are the end result of exten- 
sive Herbert Laboratories research 

in sunscreening formulations that help 
prevent skin cancer, sunburn and 
premature aging. s 


Protection where you ‘need i 
Each Eclipse* you recommend reaches 
its peak absorbency in the critical 
erythemal range — that portion of the 
solar spectrum where damage is m most. 
devastating and your patients need - 
the most DM 





All skin types covered. From the 
most sun-sensitive to normal. Available 
in rich, moisturizing lotions for normal 
to dry skin, and cooling, alcohol bases 
for oily or acne-prone skin. Formulated 
to resist washoff from swimming 
or perspiration. 


_ Eclipse" 
The only ' fu 
against the sun. 


- Herbert Laboratories 


Dermatology Division of. 
Allergan Pharmaceuticals, Inc. 
Irvine, California 92713 
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Introducing new Total 
Eclipse* Sunscreen Lotion 
in a rich, moisturizing base... 
for your patients that need ultra 
protection but want the silky 
smoothness of a lotion. 
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. Send manuscripts by first-class mail to Chief Editor, Frederick 
D. Malkinson, MD, Archives of Dermatology, 1725 W Harrison, 
Room 224, Chicago, IL 60612, (312) 942-1230. Manuscripts are 
~ received with the understanding that they are not under simulta- 
neous consideration by another publication. Accepted manuscripts 
«become the permanent property of the ARCHIVES and may not be 
published elsewhere without permission from the publisher 
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In addition, in view of The Copyright Revision Act of 1976, effective 
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Metrication.— All measurements must be in metric units, English . 
units: may also be given parenthetically if the measurements were 
originally done in English units. 

Illustrations.—Use only those illustrations that clarify and aug- 
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Serum Copper Levels in Patients 
With Herpes Zoster 


To the Editor.—It has been reported 
that nonimmunosuppressed patients 
with Hodgkin's disease have de- 
pressed levels of serum copper if 
herpes zoster develops. Inasmuch as 
the number of factors that can be used 
to help observe patients with herpes 
zoster is limited,’ it would be impor- 
tant to confirm whether serum copper 
levels are altered and whether this 
change may signal a risk of dissemi- 
nation in any particular patient with 
herpes zoster. 

Therefore, we observed the serum 
copper level in a renal transplant 
patient who was receiving immuno- 
suppressants when the herpes zoster 
first appeared, when it disseminated, 
and weeks after the lesions had 
healed. The results were serum copper 
levels of 130 ug/dL, 145 ug/dL, and 
110 ug/dL, respectively (normal lim- 
its, 69 to 140 ug/dL). 

The use of serum copper would seem 
to have limited value in uniformly 
assessing the state or course of herpes 
zoster in patients without Hodgkin's 
disease. However, further studies are 
needed to document our findings. 

CRAIG G. BURKHART, MD 
JAMES DESTEPHENS, MD 
Toledo, Ohio 


1. Thorling EB, Thorling K: Serum copper in 
Hodgkin’s disease before and after herpes zoster. 
Lancet 2:1396-1397, 1974. 

2. Mazur MH, Whitley RJ, Dolin R: Serum 
antibody levels as risk factors in the dissemina- 
tion of herpes zoster. Arch Intern Med 139:1341- 
1342, 1979. 


Gangrene of the Scalp in Temporal 
Arteritis 


To the Editor.—Gangrene of the scalp 
is a rare occurrence in temporal arteri- 
tis. As far as we know, only 25 cases 
have been reported up to this time. 
We report here another case of a man, 
aged 68 years, who had bilateral tem- 
poroparietal scalp necrosis and loss of 
vision in the right eye. We believe 
that the development of ophthalmo- 
logieal and cardiovascular complica- 
tions in this disease can be avoided by 
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adequate treatment with corticoste- 
roids. 


Report of a Case.—The symptoms com- 
menced two months prior to the patient's 
admission to the hospital and included 
severe continuous headaches and a prick- 
ing sensation in the frontal part of the 
scalp. Twenty days later, the patient 
noticed some nodules in the temporal 
region. At the time, a violet color developed 
on the skin. The skin subsequently ulcer- 
ated, with crust formation. The patient had 
asthenia and anorexia and lost 10 kg in two 
months. He also had pain in the shoulder 
and knees. There was no fever at any time. 
Fifty days after the symptoms first 
occurred, the patient noted diminished 
vision in the right eye. 

Physical examination indicated normal 
vital signs. There was indurated skin in 
both temporal regions. The skin was pain- 
ful to pressure, violet-colored, and strongly 
adherent to the underlying structures. 
Hard cords were palpated along the course 
of the temporal arteries and their 
branches; no pulse was apparent in either 
of the temporal arteries. The ESR was 
116/96 mm/hr (Westergren). 

The temporal lesions subsequently be- 
came crusted and gangrenous (Figure). 
Temporal arteritis was found on histopath- 
ological examination. 

Therapy was started with 16-methyl- 
prednisolone, 40 mg twice daily intramus- 
cularly for five days, followed by 20 mg/ 
day for ten days. After six months of 
treatment with methylprednisolone, 8 mg/ 
day in divided doses, the headaches had 
disappeared, the ESR was 16/36 mm/hr, 
and the patient had gained weight. 





Crusted and gangrenous temporal le- 
sions. 


Comment.—Gangrenous lesions of 
the scalp in temporal arteritis have 
been observed in 25 previously re- 
ported cases.' However, other types of 
skin lesions may appear.?? 

A frequent complication is blind- 
ness or partial loss of vision when the 
central retinal artery is affected.* 

In our patient, this began to occur in 
the right eye, but because of prompt 
treatment, there has been no further 
loss of vision. 

Corticosteroids seem to be the most 
effective treatment for this disease. 
Two days after commencing treat- 
ment, our patient's condition im- 
proved spectacularly, with disappear- 
ance of both headaches and arthralgia. 
After six months, the patient's condi- 
tion was satisfactory, with absence of 
headaches, and the ESR reduced to 
16/36 mm/hr. 

EMILIO QUINTANILLA, MD 
CALIXTO AYESA, MD 

DANIEL FERNANDEZ-BERRIDI, MD 
JUAN A. CASILLAS, MD 
Pamplona, Spain 
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2. Renoux M, Guy-Grand B, Bour HL: Artérite 
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Amelanotic Lentigo Maligna 
Melanoma? 


To the Editor.-l found the article 
"Amelanotie Lentigo Maligna" by 
John M. Burket, MD, in the April 1979 
ARCHIVES (115:496) quite interesting. I 
just question the title of the article. 
Since the lesion described proved to be 
a melanoma, should not the title have 
been “Amelanotic Lentigo Maligna 
Melanoma"? 

LAWRENCE M. WELLS, MD 

Staten Island, NY 


Rhizopus Infection Associated 
With Wound Dressing 


To the Editor.-Hammond and Win- 
kelmann recently reported three cases 
in the August ARCHIVES (115:990-992, 
1979) of cutaneous phycomycosis, with 
recovery and identification of Rhizo- 
pus sp, in postoperative immunocom- 
petent orthopedic patients who had 
been exposed to contaminated surgi- 
cal adhesive (Elastoplast). 

The authors stated that “a review 
of the pertinent literature revealed no 
other similar series of reported cases.” 
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| T would like to call attention to a study 
by Gartenberg et al published five 
months before the important eommu- 
nication by Hammond and Winkel- 
mann. 

Two of the three patients described 
"by Gartenberg et al had Elastoplast 
bandages placed over the surgical inci- 
sions where subsequent Rhizopus in- 
fection was found; neither of the 
patients were. immunosuppressed. 
Like Hammond and Winkelmann, 
Gartenberg et al emphasized the need 
for complementary mycologic and 
histopathologic studies for definitive 
identification of the invasive orga- 
nism. The patients observed by Gar- 
tenberg et al were all older than the 
patients of Hammond and Winkel- 
mann, none were orthopedic patients, 
and two had R rhizopodiformis rather 
than R oryzae infections.?* 

Because of the importance of the 
epidemiologic association between 
Rhizopus infection and exposure to 
Elastoplast bandages and the isolation 
of Rhizopus sp from unused dressings 
in the hospital, several other case 
` reports have followed those of Garten- 
berg et al.** These reports emphasized 
the fact that infections with Eumy- 
cetes (true fungi) of the class Zygomy- 
cetes (Phycomycetes) and the order 
Mucorales (genera—Rhizopus, Mucor, 
Absidia, Mortierella, and Basidiobo- 
“Tus) may complicate leukemia, lym- 
phoma, thermal burns, diabetes mel- 
litus, severe malnutrition, renal fail- 
ure, cirrhosis, and immunosuppressive 
therapy and are usually rhinocerebral, 
pulmonary, intestinal, or dissemi- 
nated. Primary skin infection former- 
ly was a rarity and was especially rare 
in immunocompetent persons. Clini- 
cians and laboratory personnel must 
be made aware of the potential prob- 
lem of pustular, ulcerative, and ne- 
erotic skin infections caused by an 
organism that is normally nonpatho- 
genic. 

STEVEN R., Koun, MD 
Hackensack, NJ 
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Psoriasis Associated With Selective 
IgA Deficiency 


To the Kditor.—The pathogenesis of 
psoriasis with or without psoriatic 
arthropathy is poorly understood. Im- 
munologie phenomena are currently 
thought to play an important role in 
the development of these disorders.' 
In particular, several studies have 
demonstrated elevated levels of serum 
and/or salivary IgA in patients with 
psoriasis The values have been 


reported to return to normal after ` 


therapy: We have observed two 
patients with psoriatie arthropathy 
associated with selective and complete 
absence of IgA. 


Report. of Cases.—CASE 1.—A 27-year-old 
man had a five-year history of psoriasis 
involving the scalp, elbows, and knees. 
There was a two-year history of an asym- 
metrie polyarthritis involving the periph- 
eral joints and axial skeleton. A complete 
blood cell count and routine blood chemis- 
try results were normal. The ESR was 5 
mm/hr. The latex fixation test result was 
negative, as was an assay for HLA-B27. 
Quantitative serum immunoglobulin levels 
measured by immunodiffusion indieated 
an IgG value of 1,2270 mg/dL (normal, 900 
to 1,500 mg/dL), an IgM value of 39 mg/dL 
(normal, 70 to 130 mg/dL), and an IgA 
value of 0 mg/dL (normal, 140 to 260 
mg/dL). Salivary and lacrimal IgA values 
were also undetectable. The patient’s joint 
symptoms have been controlled with 2 mg/ 
day of prednisone, and his psoriatic lesions 
have been controlled with 0.1% betametha- 
sone valerate cream. Another test for 
serum immunoglobulins indicated an ab- 
sence of IgA. 

Case 2.—AÀ 27-year-old man had a ten- 
year history of psoriasis involving the 
scalp. He had a painful, swollen right fifth 
proximal interphalangeal hand joint that, 
on biopsy, indicated proliferative synovitis. 
Findings of all blood studies were normal. 
The serum IgG level was 1,380 mg/dL, and 
the IgM level was 150 mg/dL. The IgA 
level was undetectable in the serum as well 
as in the saliva. The patient is currently 
doing well while receiving "topical .0.5% 
fluocinonide cream daily. 

Neither patient had a history of recur- 
rent infections or diarrheal disease. Family 
histories were negative for psoriasis and 
arthritis. 


Comment.—Complete absence of se~ ` 


rum and salivary IgA has been asso- 
ciated with a variety of disorders, 








‘including several arthritides of puta- 


tive “autoimmune” cause such as 
rheumatoid arthritis and that found 
in systemic lupus erythematosys. 
Since neither selective IgA deficiency 
nor psoriasis are rare disorders, the 
simultaneous occurrence of the two is 
probably a chance event. Neverthe- 
less, theories of the pathogenesis of 
psoriasis that invoke IgA-mediated 
immunologic mechanisms must take 
into account the fact that psoriasis 
and/or psoriatic arthropathy may 
occur in the presence of selective IgA 
deficiency. 

Davip M. SaGRANSKY, MD 

ROBERT A, GREENWALD, MD 

New Hyde Park, NY 


Nonproprietary Name and 
Trademarks of Drug 


Fluocinonide— Lidex, Topsyn. 
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Erythematous Generalized 
Granuloma Annulare 


To the Editor.-I read with great 
interest the report by Eng! on erythe- 
matous generalized granuloma annu- 
lare. Both patients had pulmonary 
emphysema, and one had noted the 
onset of her dermatosis after a sun- 
burn. The results of elastic tissue 
stains were not noted. 

It is well known that some patients 
with emphysema have a genetic defi- 
ciency of a,antitrypsin, the major 
human leukocyte elastase inhibitor.* 

In 1975, O'Brien? popularized the 
concept of actinic granuloma, a granu- 
loma-annulare-like dermatosis in a 
sun-exposed distribution. Histologi- 
cally, actinic elastosis was absent 
inside an annular lesion but present 
outside it. The granulomatous infil- 
trate in the anulus showed histio- 
cytes containing elastic material. The 
author views actinic granuloma as a 
specific entity that is a response to 
actinically damaged elastic tissue.’ 
O'Brien has more recently extended 
his eoncept to include temporal arteri- 
tis. He found more severe granuloma- 
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tous inflammation on the superficial 


surface than on the deep surface of 
the involved artery, thus raising the 
possibility that temporal arteritis may 
represent a similar granulomatous 
reaction to the actinically damaged 
internal elastic lamina. He hypothe- 
sizes further that polymyalgia rheu- 
matica may represent a “systemic 
elastolysis."* Actinie granuloma, how- 
ever, is a controversial entity. 

Ragaz and Ackerman® argue that 
the. presence of elastic material in 
giant cells and its absence in healed 
areas are nonspecific findings of 
granulomatous inflammation. 


It would be interesting if elastic’ 


tissue stains and a,-antitrypsin levels 
were or could be obtained on these two 
patients. 
Joun R. PERSON, MD 
Auburn, Mass 
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~ Loss of Tretinoin Activity 


To the Editor.—The recent review of 
textbook (ARCHIVES 
116:234, 1980) raised several questions 
about the stability of topical tretinoin 
in clinical use, 

The incompatibility of tretinoin 
with benzoyl peroxide or sunlight 
might be deduced from the following: 
marketed tretinoin products contain 
butylated hydroxytoluene, an antioxi- 
dant, to protect against the effects of 
atmospheric oxygen. Benzoyl peroxide 


, labeling warns of its bleaching poten- 
tial. Sunlight has similar properties. 


Mixing a highly unsaturated com- 
pound like tretinoin with very reac- 
tive oxidants such as benzoyl peroxide 
or ultraviolet radiation must neces- 
sarily destroy the tretinoin. Indeed, 
the J & J Pharmaceutical Research 
group could demonstrate that all treti- 
noin was lost within minutes after 
such exposures (data on file, Ortho 
Pharmaceutieals, Raritan, NJ). 
Furthermore, we can recall that the 
early benzoyl peroxide products them- 
selves suffered from stability prob- 
lems. Lotions had to be compounded at 
the time of dispensing to retain any 


. 
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hope of activity. As certain as I am 


that the tretinoin is lost in simulta- 
neous application with benzoyl perox- 
ide, I would suspect that the latter 
suffers a similar fate. 
CHRISTOPHER M. Papa, MD 
Greenbrook, NJ 


Nonproprietary Name and 
Trademarks of Drug 


Benzoyl peroxide—Benoryl Lotion, Benza- 
gel, Desquam- X, Oxy-5, Panoxyl, Persad- 
ox. 


Problem-Oriented Medical Records 
in Dermatology 


To the Editor.—In the past decade, we 
have witnessed vast improvement in 
our methods of keeping medical 
records thanks to the efforts of 
Lawrence Weed. The  Problem- 
Oriented Medical Record now being 
taught at most US medical schools has 
many advantages. Among these are 
(1) elarity of records, (2) assistance in 
planning treatment of patients by 
highlighting the patient's active prob- 
lems and challenging the physician to 
assess his findings, and (3) facilitation 
of chart reviewing for purposes of 
clinical research and data collection, 
both through greater clarity and con- 
venient categorization of data (ie, sub- 
jective, objective, assessment, and 
plan [SOAP] ). 

It is a wonder that dermatologists 
have not, as a rule, adopted the Weed 
system. The three advantages listed 
previously certainly apply to derma- 
tology. In addition, dermatology is 
almost entirely an outpatient special- 
ty, and the dermatology patient often 
is not seen for an interval of a week, a 
month, or more, which makes the need 
for. clear medical records much 
greater. Dermatologists have at least 
as much to gain as any physician by 
keeping  problem-oriented medical 
records. 

In addition to the Weed system, 
dermatology could adapt to further 
standardization of recording clinical 
data. The adaptation we are suggest- 
ing is to standardize the format for 
describing a lesion. Such a format 
would ensure completeness both in the 
observation and in the reporting of a 
lesion. The same format could be used 
in oral case presentations. An orga- 
nized, standardized, comprehensive 
format for recording lesion descrip- 
tions would greatly facilitate follow- 
up assessments of a changing derma- 
tologic picture. It would also provide 
an efficient source for subsequent 






examiners to extract specific in 
tion. As Weed has argued, medic: 
records are supposed to be scientifi 
records, and the time to begin recorc 
ing clinical information scientifically 
is long overdue. : 
The essential features in describing: 
a lesion are the following: primary 
and secondary lesions, location and: 
distribution, type, size, color, and find 
ings on palpation. We are recommend: 
ing that under the objective section of | 
the problem-oriented progress note, a. 
listing of these features be placed 
along the left-hand margin of the 
page followed by appropriate descrip- 



















notes a standardized. form of lesion: 
description as suggested previously. 
The lesion description format sug- 
gested here is just an example. The 
ideal format needs to be developed. It. 
should be comprehensive and yet easi- 
ly. memorized, analogous to Weed's 
SOAP. This matter, of course, could be |. 
decided by a group of expert derma- 
tologists. 
The most practical approach to 

eventual widespread adaptation 
this system would probably be to 
introduce it initially to dermato 
residents and. academic dermato 
gists. Though the transition period _ 
may require some time and effort, the 
final result of more scientific medical 
records in dermatology would un- 
doubtedly benefit clinieians, investi- 
gators, and, ultimately, the patients. . 

MICHAEL GOLDENHERSH, MD 

Buan Sarai, MD 

New York 






































Possible Papillary Endothelial 
Hyperplasia 


To the Editor.—In the August 1979 
ARCHIVES (115:969-972, 1979), King et 
al describe the development of a 
lymphangiosareoma within a preex- 
isting lymphangioma cireumscriptum. 
Their illustrations of the histologic 
features raise the distinet possibility 
that the malignant-appearing compo- 
nent may actually represent an exam- 
ple of papillary endothelial hyperpla- 
sia (PEH) that developed in the lym- 
phangioma. The process we speak of 
was originally called "vegetant in- 
travascular hemangioendothelioma," 
but in recent writings there seems to 
be some agreement on the term 
"papillary endothelial hyperplasia. 
Papillary endothelial hyperplasia is a 


* 
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Focus of papillary endothelial hyperplasia 
located in pyogenic granuloma from lower 
lip. 


benign process, often confused with 
angiosarcoma, that usually occurs in 
preexisting vascular spaces. It is char- 
acterized by a proliferation of papil- 
lary structures that are attached to 
the wall of the involved space but 
that, in some planes of section, appear 
to float within it. The papillae have 
cores of fibrin-like material or hyaline 
tissue and are lined by a layer of 
endothelial cells. The endothelial cells 
may be piled up, and some papillae 
that have small cores appear as clumps 
of cells. There is scant endothelial 
cytoplasm, and the nuclei may be 
enlarged compared with those of 
normal endothelial cells. Marked pleo- 
morphism is not seen, and mitotic fig- 
ures are rare. There may or may not 
be an associated thrombus.’ The pre- 
cise nature of this process is still 
debated. It either represents a pri- 
mary proliferative lesion or an un- 
usual reaction to an organizing throm- 
bus. Although PEH was originally 
described in hemorrhoidal veins, foci 
of PEH can be found in benign vascu- 
lar tumors, including hemangiomas 
and pyogenic granulomas.** We illus- 
trate, in the Figure, an example of 
PEH in a pyogenic granuloma from 
the lower lip. Most pertinently, exam- 
ples of PEH in lymphangiomas have 
recently been described.’ 

Serutiny of the illustrations sup- 
plied by King et al discloses features 
that appear consistent with those of 
PEH. We cannot see the important 
malignant criterion to which they 
allude, namely, the separation of col- 
lagen bundles by pleomorphic cells. 
Whether or not the tumor they 


. 
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describe is indeed a sarcoma that 
developed in a preexisting lymphan- 
gioma, the pertinent differential di- 
agnosis that we suggest should be 
considered. 
Puitip H. Cooper, MD 
Sracey E. Mitts, MD 
Charlottesville, Va 


1. Clearkin KP, Enzinger FM: Intravascular 
papillary endothelial hyperplasia. Arch Pathol 
Lab Med 100:441-444, 1976. 

2. Kreutner A, Smith RM, Trefny FA: Intra- 
vascular papillary endothelial hyperplasia: Light 
and electron microscopic observations of a case. 
Cancer 42:2304-2310, 1978. 

3. Kuo T, Sayers CP, Rosai J: Masson’s 'vege- 
tant intravascular hemangioendothelioma’: A 
lesion often mistaken for angiosarcoma: Study of 
17 cases located in the skin and soft tissues. 
Cancer 38:1227-1236, 1976. 

4. Cooper PH, McAllister HA, Helwig EB: 
Intravenous pyogenic granuloma: A study of 18 
cases, Am J Surg Pathol 3:221-228, 1979. 

5. Kuo T, Gomez LG: Papillary endothelial 
proliferation in cystic lymphangiomas: A lym- 
phatic vessel counterpart of Masson’s vegetant 
intravascular hemangioendothelioma. Arch Pa- 
thol Lab Med 103:306-308, 1979. 


In Reply.—I am grateful to Drs Cooper 
and Mills for their interest and com- 
ments on our recent publication. I am 
aware of Dr Cooper's interest in the 
subject of intravascular pyogenic 
granuloma. Therefore, I am somewhat 
taken aback that Drs Cooper and Mills 
would regard a lesion that infiltrated 
the subcutaneous tissue and involved 
skin from the thigh to the anterior 
aspect of the chest as an example of 
papillary endothelial hyperplasia. I 
shall take the liberty of sending them 
slides taken from our patient, and am 
sure that they will agree that our 
patient has a lymphangiosarcoma. 
Don Fripay KiNG, MD 
New York 


Clearing of Psoriasis After 
Threatened Dialysis? 


To the Editor._First, we had the 
treatment of psoriasis with dialysis.' 
Subsequently, psoriasis was reported 
to clear after cardiopulmonary by- 
pass for cardiac surgery* and after 
plasmapheresis.’ Investigators have 
described an "X factor" that has been 
reported to decrease 70% to 90% after 
dialysis. 

So much for the good news. Now we 
have reports of the development of 
psoriasis during dialysis? and the 
results of hemodialysis in a controlled 
trial of the treatment of psoriasis that 
showed a substantial subjective im- 
provement but no changes in objective 
values at any time. 

To this network of case reports, 
anecdotes, and controlled trials, I 


would like to add my own exp 
with a patient. This 13-year- 
had been observed for severe 
by the Renal Service for prog 
nephrotic syndrome and az 
There was a strong family hi: 
psoriasis, and for the last 

years, an increasing num 
plaques on the trunk, fac 
extremities had developed. W 
patient initially was seen by t 
matology Service, 80% of the 

area of her skin was covere 
scaling plaques. Despite vigorc 
eal therapy with tar, light, 0.1% 
cinolone acetonide cream and : 
in, used alone or in combinat 
psoriasis remained virtual 
changed. 

Because of a relentless prog 
of her renal disease, she was a: 
to the hospital for hemodia 
peritoneal dialysis. At this t 
topical therapy was discontint 
ter intensive renal and surgic: 
ation, it was decided that she 
an appropriate candidate for 
at the present time. Two wee! 
her discharge from the hospi 
without any topical or systemi 
py, her psoriasis cleared com 
This was the first time in the } 
three years that her psoria 
cleared. 

I would like to report thi 
example of the clearing of y 
after threatened dialysis. If i 
to be-a viable technique, co 
hospital admissions could be EF 
minimum. One sincere thr 
dialysis per year (perhaps to 
with the Halloween holiday 
also be reasonably free of side 
The most imposing and/or un] 
house officers and faculty c 
assigned this task, which sho 
increase its efficacy. 

What effect it will have oi 
factor and those who study it, 
know. 

JAMES E. RASMUS: 
Ann Arbor, Mich 


1. Anderson PC: Treatment of pso! 
dialysis. Arch Dermatol 114:966, 1978. 

2. Buselmeier TJ, Cantieri JS, Dahl 
Clearing of psoriasis after cardia 
requiring cardiopulmonary bypass ox 
A corollary to clearance after dialy 
Dermatol 100:311-313, 1979. 

3. Dau PC: Resolution of psoriasis d 
mapheresis therapy. Arch Dermato 
1979. 

4. Sternberg A: Dialysis, value in i 
psoriasis still not proved. Skin and Allı 
June 1979. 

5. Peserico A: Development of psori: 
dialysis. Arch Dermatol 115:1169, 197$ 

6. Nissenson AR, Rapaport M, Gord 
Hemodialysis in the treatment of p 
controlled trial. Ann Intern Med 
1979. 
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I1MATOLOGICAL 
DIVISION 


REAM 


(clocortolone pivalate) ° 


IMPRESSIVE SAFETY PROFILE 


During clinical trials 
Cloderm was safety-evaluated | 
for up to seven months, in five 
study groups involving a total 

of 506 patients with a variety of 
dermatoses. The medication was 
applied to the affected skin in 
accordance with label directions 
and side eflects were monitored. 
Result: no reports of secondary 
infection, skin atrophy, striae, 
hupertrichosis, acneform 
eruption or hyvpopiementation. 


Cloderm was satetv-evaluated? 
for up to 40 days in studies of 
147 faces, including those of 
children, being treated for atopic 
and seborrheic dermatitis. The 
medication was applied to the 
affected skin in accordance with 
label directions and side eflects 
were monitored. 

Result: no reports of skin atrophy, 
striae or hipopigmentation, 


In tests for adrenal 
suppression 

In this safety test,'! GO grams of 
Cloderm were applied. under 
occlusion. to 80% of the body of 
each of 10 normal subjects for 

21 davs. Serial 17-ketosteroid and 
cortisol plasma determinations 
were performed during and after 
application. 

Result: no adrenal suppression 


was noted in anv of the subjects. 


These studies suggest, in the 
opinion of one investigator, 

that “...Cloderm may be applied 
for long periods of time without 
the development of delayed or 
cumulative local or systemic 


. ” 
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AND AN EMPHASIS 


ae Pl mST PI SRLS LS ESTO NATO TES mr 
NOTE HEN (eR IET UVRIE NEUES a eS 


ON RAPID RESPONSE 


Investigators noted a remarkably rapid response 

to Cloderm against various dermatoses. For the vast 
majority of patients, a good to excellent response 
was noted within two weeks; in fact, many patients 
responded in 4 to 7 days. 


Vanishing cream base is well accepted. 


RAPID RESPONSE IN CONTACT DERMATITIS ' 
EFFICACY: CONTACT DERMATITIS (44 patients) 











DAY OF 
OBSERVATION 


RAPID RESPONSE IN ATOPIC DERMATITIS ' 
EFFICACY: ATOPIC DERMATITIS (209 patients) 








8 


% RESPONSE TO TREATMENT 
(Good to Excellent) 


o 8588 


DAY OF 
OBSERVATION 


RAPID RESPONSE IN SEBORRHEIC DERMATITIS' 
EFFICACY: SEBORRHEIC DERMATITIS (44 patients) 





Twenty of these 

ients were 
Pesos with 
placebo. Good to 
excellent results 
were observed in 
35% after one 
week, in 47% after 
two weeks and in 
50% after three 
weeks. 


One hundred of 
these patients 
were treated with 
placebo. Good to 
excellent results 
were observed in 
27% after four 
days, in 4196 after 
one week and in 
5196 after two 
weeks. 


Twenty-one of 
these patients 
were treated with 
placebo. Good to 
excellent results 
were observed in 
6596 after four 
days, in 7596 after 
one week and in 
71% after two 
weeks. 


'Data on file, Dermatological Division, Ortho Pharmaceutical Corporation. Absence of adverse effects 
reported in these studies does not rule out the possibility of adverse effects in general or adverse effects 
resulting from larger amounts of medication applied for longer periods of time. For local and/or _ 
systemic adverse reactions that may be encountered with all topical corticosteroids, especially under 


occlusive dressings, please see prescribing information. 


?Data on file, Dermatological Division, Ortho Pharmaceutical Corporation. 47 patients were treated 
with Cloderm only, 54 patients were given placebo only, and 46. patients were given both. Dryness and 
irritation were the principal medication-related side effects observed in these studies. One case of 
folliculitis, not necessarily attributable to medication, occurred in a patient treated for seborrheic 


dermatitis. s 
Side effects attributed to placebo were dryness, irritation and contact dermatitis. 








CLODERM* 
(clocortolone pivalate) Cream 0.1% 
Indications: CLODERM (clocortolone pivalate) — 
Cream 0.1% is intended for relief of the inflam- — 
matory manifestations of corticosteroid respon- — 
sive dermatoses. Jae 
Contraindications: Topical steroids are con- — 
traindicated in those patients with a history of — 
hypersensitivity to any of the components of the _ 
preparation. 3 MY. 
Precautions: If irritation develops, the product — 
should be discontinued and appropriate therapy —— 
instituted. H DOM 
In the presence of an infection, the use of an 
Mid ied antifungal or antibacterial agent 
should be instituted. If a favorable response 
does not occur promptly, the corticosteroid 
should be discontinued until the infection has 
been adequately controlled. i 
If extensive areas are treated or if the occlusive — 
technique is used, there will be increased sys- _ 
temic absorption of the corticosteroid and suit- 
able precautions should be taken, particularly - 
in children and infants. p 
Although topical steroids have not been reported i 
to have an adverse effect on human pregnancy, 
the safety of their use in pregnant women has . 
not absolutely been established. In laboratory 
animals, increases in incidence of fetal abnor- 
malities have been associated with ex 
of gestating females to topical corticosteroids, 
some cases at rather low dosage levels. 
Therefore, drugs of this class should not be 
used extensively on pregnant patients, in large 
amounts, or for prolonged periods of time. — 
The product is not for ophthalmic use. me 
Adverse Reactions: The following local adverse —— 
reactions have been reported with topical corti- — 
_costeroids, especially under occlusive dressings: | 
burning, itching, irritation, dryness, folliculitis, 
hypertrichosis, acneform eruptions, hypopig- — 
mentation, perioral dermatitis, allergic contact — 
dermatitis, maceration of the skin, secondary : 
infection, skin atrophy, striae and miliaria. A 
e and Administration: Apply CLODERM - " 
(clocortolone pivalate) Cream 0.1% sparingly to — 
the affected areas three times a day and rub in 
gently. 
In resistant cases CLODERM Cream may be A 
applied more frequently —or using the occlusive — 
dressing technique. 
Occlusive Dressing Technique: If occlusive dress- 
ings are used to treat resistant lesions, a small 
amount of CLODERM Cream should be rubbed 
into the lesion. The preparation should be 
reapplied leaving a thin coating on the lesion, 
and it should be covered with a pliable non- 
porous film. Overnight occlusion treatment has — 
been generally satisfactory, but the frequency ra 
and duration of occlusion should be individually 
determined. Reapplication of CLODERM Cream 
should be carried out when the dressing is 
removed, and again prior to the next occlusion 
riod. 
How Supplied: CLODERM (clocortolone piva- 
late) Cream 0.1% is supplied in tubes containing 
15 grams and 45 grams. 
Manufactured for Ortho Pharmaceutical 
Corporation 
by Knoll Pharmaceutical Company 
Whippany, New Jersey 07981 


For the DERMATOLOGIST from the 


DERMATOLOGICAL DIVISION ORTHO 
ORTHO PHARMACEUTICAL 
CORPORATION , 

Raritan, New Jersey 08869 

a Gohmronfohmen Company 
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Start from scratch 
to relieve 


the itch 





TOIOX 
ydroxyzine HCI) 





TABLETS: 10 mg and 25 mg SYRUP: 10 mg per 5 ml, ethyl alcohol 0.5% v/v 


Proven clinically effective for pruritus 
associated with allergic conditions 


* demonstrated antihistaminic/antipruritic activity 

* rapid onset of action 

e prescribed more frequently by allergists and 
dermatologists than any other antipruritic agent* 


Contraindications: Hypersensitivity to hydroxyzine. Hydroxyzine, when ad- 
ministered to the pregnant mouse, rat, and rabbit, induced fetal abnormalities 
in the rat and mouse at doses substantially above the human therapeutic 
range. Safety in human pregnancy has not been established. Until such data 
are available, hydroxyzine is contraindicated in early pregnancy. 
Warnings: Nursing Mothers — t is not known whether hydroxyzine is excreted 
in human milk. Since many drugs are so excreted, hydroxyzine should not be 
iven to nursing mothers. 

ecautions: THE POTENTIATING ACTION OF HYDROXYZINE MUST BE CON- 
SIDERED WHEN THE DRUG IS USED IN CONJUNCTION WITH CENTRAL NER- 
VOUS SYSTEM DEPRESSANTS SUCH AS NARCOTICS, NON-NARCOTIC 
ANALGESICS AND BARBITURATES. Therefore, when central nervous system 
depressants are administered concomitantly with hydroxyzine, their dosage 
Should be reduced. Since drowsiness may occur, patients should be warned of 
this possibility and cautioned against driving a car or operating dangerous ma- 
chinery. Patients should be advised against the simultaneous use of other CNS 


*bdsed on market research data on file at Roerig/Pfizer 
©1979 Pfizer Inc. 


depressant drugs and cautioned that the effect of alcohol may be increased. 
Adverse Reactions: Side effects reported are usually mild and transitory in na- 
ture. Anticholinergic— Dry mouth. Central Nervous System— Drowsiness is 
usually transitory and may disappear ina few days of continued therapy or 
upon reduction of the dose. Involuntary motor activity, including rare in- 
stances of tremor and convulsions, have been reported, usually with doses 
considerably higher than those recommended. 

Supply: Tablets, containing 10 mg, 25 mg, or 50 mg hydroxyzine hydrochlo- 
ride, 100's and 500's; Tablets containing 100 mg, 100's; Syrup containing 

10 mg per teaspoonful (5 ml) and ethyl alcohol 0.596 v/v, pint bottles. 


Before prescribing or administering, see package circular. 


ROeRIG GB> 
A division of Pfizer Pharmaceuticals, NewYork, N.Y. 40047 
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Kill the female itch mite (sarcoptes 
scabiei) and you've stopped the current . 
scabies epidemic. Because when she 
. burrows deep into the stratum corneum, 
_ she defies diagnosis and resists removal 
by surface-acting medications and 
cleansers, Her success has been making 
headlines around the country-——with re- 
ports of scabies outbreaks in rural and 
suburban areas as well as in the cities. 
A quick and simple diagnosis. 
Scabies can mimic a number of der- 
matological conditions,*? such as urticaria, furunculosis 
and dermatitis—as well as syphilis, with which it may 


u coexist. But there's an almost foolproof way to recognize 


it. Even in the absence of the fierce nocturnal itching? and 
the lesion distribution characteristic of the disease 

_ (hands, wrists and elbows in 9 out of 10 cases), a quick 
“microscopic look can confirm your scabies diagnosis. 

To demonstrate the itch mite, look for an unscratched, 
inhabited burrow (wherever the patient says he itches at 
that very moment is a likely spot). Use a strong light, a 
magnifying glass and a surgical blade to.which a drop of 
mineral oil is added. Scrape several sites. Transfer the 
material to a slide, cover and examine under low power 
magnification." ?* (If you don't spot.any parasites in egg, 
larvae or adult stages, look for their red fecal compac- 
tions. They can be just as diagnostic.) - 

Kwell: penetrating action to kill mites, their eggs and 
larvae. Once you've found scabies, there's a positive way 
to eradicate it. Kwell (1% gamma benzene hexachloride) 
Lotion ór Cream. It penetrates to reach the scabietic bur- 

rows, kill the female mites and; of course, the less tena- 

¿cious males, as well as their eggs and any larvae that may 
have hatched. In fact, Kwell works so consistently and 
well against scabies that it has been the most widely 
prescribed scabicide for three decades. 






Cream/Lotion 


KWELL- o " 
| Mahexachloride 

; - THE SCABICIDE OF CHOICE. — 

An unsurpassed standard of therapy 








Nearly 100% effective. The clinica! 
record of Kwell has never been sur- 
passed by any other pediculicide. It 
"nearly 10096 effective, and often. 
works with a single application 
(a second or third application may 
made at weekly intervals, if needed). 
Your patients will appreciate the low - 
risk of sensitization and irritation.**: 
And you will appreciate that Kwell 
works so predictably that it serves to 
confirm your dao of scabies 
Not many pharmaceutical preparations can matcht at 
record of dependability. 


CONTRAINDICATIONS: Kwell Cream and Lotion is contraindicated for 
individuals with known sensitivity to the product or any of iS components. 
WARNING: KWELL CREAM AND LOTION SHOULD BE USED WITH CAUTIC 
ESPECIALLY ON INFANTS, CHILDREN, AND ON PREGNANT WOMEN, | : 
INDANE PENETRATES HUMAN: SKIN AND HAS THE POTEN 9] 
TOXICITY. STUDIES INDICATE THAT POTENTIAL TOXIC EFFECTS OF f 
TOPICALLY APPLIED LINDANE ARE GREATER IN THE YOUNG, Seizures have 
been reported after the use of lindane but a cause and effect relationship has not 
been established. 


















































Simultaneous application of creams, ointments, or oils may enhance the 
percutaneous absorption of lindane, 

PRECAUTIONS, tf accidental ingestion occurs, prompt gastric lavage will rid ti 
body of large amounts of the toxicant, However, since oils favor absorption, 
saline cathartics for intestinal evacuation should be given rather than oil Jaxa 
If central nervous system manifestations occur, they can be antagonized by the 
administration of pentobarbital or phenobarbital. 

ll accidental contact with eves occurs, flush with water. Hf irritation or 
sensitization occurs, discontinue use and contact a physician, 

ADVERSE REACTIONS: Eczematous eruptions due to irritation from this product 
have been reported. 
REFERENCES: 1. Patient Care 7:94, Nov. 1, 1973, 2. Stankler, L.: Practitioner 
210:803, June 1973. 3. Domonkos, A.N. ted. k Andrews! Diseases of the Skin: 
Clinical Der Mmatoloey. ed, 6, Philadelphia, W. B. Saunders Company, 1971, 
pp. 511-513, 4, Muller, G., et al: Ach. Dermatol. 107:70, Jan. 1973. 5. lames, 
BHE Br Med. £1178, Jan 15; 1972. 6. Soliman, T.: A Manual of Pharma 
cology, ed. B, Philadelphia, W.B. Saunders Company, 1957, p. 178, 

SEM courtesy of LM. Rower M.D., Columbus, Ohio 
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CONTACT DERMATITIS: 
THE CHALLENGE 
OF INFLAMMATION 





hatever its cause, contact dermatitis 
resents primarily as inflammation... 
oon to be exacerbated through 
epeated, almost uncontrollable 
excoriation. 
rompt, potent anti-inflammatory ac- 
ion is called for...and Lidex* (fluocin- 
bnide) cream provides it. Its proven 
steroid is 100% dissolved for optimal 


penetration, while its cream vehicle 
adds the desired drying action as 
well, And patient acceptance is high 
because the cream vanishes rapidly 
without greasiness. On all counts, it's 
a sensible choice tor the inflammatory 
manifestations of contact dermatitis 
or any steroid-responsive dermatosis 
characterized by moist lesions, 


CREAM OO5* 


LIDEX 


(FLUOCINONIDE) 


POTENCY 

IN THE 
PENETRATING 
FAPG BASE 








scription LIDEX cream 0.05% contains the active 
pound fluocinonide. Fluocinonide, which is the 
acetate ester of fluocinolone acetonide. has the 
mical formula 6a, 9-ditluoro-118, le, 17, 21- 
ahydroxypregna-l. 4-diene-3, 20-dione, cyclic 
lT-acetal with acetone, 21-acetate. 
ADEX cream contains fluocinonide 0.5 mg/g. in 
1G" cream, a cream base of stearyl alcohol. poly- 
thylene glycol 6000, propylene glycol 1. 2, é- 
xanetriol and citric acid. This white cream vehicle 
@redseless, non-staining, anhydrous and water 
cible. The base provides emollient and hydro- 
hite properties. In this formulation. the active 
\redient is totally in solution. 
Indications Inflammatory manifestations of cortico- 
roid-responsive dermatoses. 
raindications Topical steroids are contraindi- 
led in patients with a history of hypersensitivity 
hy ot the components of the preparation. 
recautions If irritation develops. discontinue the 
Team and institute appropriate therapy. 


the presence of an infection. institute use of an 
appropriate antifungal or antibacterial agent. 1t a 
dVvordble response does not occur promptly. dis- 
itinue the corticosteroid cream until the inlec- 
has been adequately controlled. 
xtensive areas are treated or if occlusive tech- 
ique is used, there will be increased systemic 
sorption of the corticosteroid and suitable pre- 
tutions should be taken. particularly ín children 
d infants. 
he safety ot topical steroids in pregnant women 
as hot absolutely been established. In laboratory 
als, increases in incidences of fetal abnor- 
ies have been associated with exposure of 
ling females to topical corticosteroids, in some 
ies at rather low dosage levels. Theretore, drugs 
is class should not be used extensively on 
gnant patients, in large amounts or for pro- 
ged periods of time. 
ese products are not for ophthalmic use; 
T Reactions Local adverse reactions reported 
topical corticosteroids: burning. itching. irri- 
; dryness, tolliculitis; hypertrichosis, acneform 
iptions, hypopigmentation, perioral dermatitis, 
rgic contact dermatitis; maceration of the skin, 
lary infection, skin atrophy, striae, miliaria. 
je and Administration A small amount should 
ently massaged into the: gcns ‘area three 
times daily, as needed. 
Supplied 
EX Cream 0.05% — 15, 30 vend 60g. iubes. 





* 


Syntex Laboratories, Inc. * 
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Dermatology Congress.—The 16th In- 
ternational Congress of Dermatology 
will be held in Tokyo on May 23-28, 
1982. The congress includes a scien- 
tifie program (special lectures, case 
presentations, advances in dermatolo- 
gy, symposia, courses, workshops, 
informal discussion groups, free com- 
munications, poster communications, 
Japanese Dermatological Association 
seminars, and a scientific exhibition) 
and social events (performance of tra- 
ditional Japanese Kabuki drama, a 
concert with a world-famous conduc- 
tor, a short suburban sightseeing tour, 
and programs for accompanying per- 
sons) The congress site is the Hotel 
New Otani, Tokyo's prestigious hotel 
that has been the site of many inter- 
national congresses. English, French, 
Spanish, German, and Japanese may 
be used in the congress, and simulta- 
neous interpretations will be provided 
during the main educational sessions. 
The first circular, including detailed 
information regarding registration, 
and . group 
travel, is now available on request to 
Prof. Makoto Seiji, MD, Secretary 
General, the XVI International Con- 
gress of Dermatology, C.P.O. Box 
1560, Tokyo. 100-91, Japan. All inter- 
ested persons are cordially invited to 
participate in the congress. 


Foundation Grants.-Dr Ferry Ro- 
bins, president and chairman of the 
Skin Cancer: Foundation, has an- 
nounced that. the foundation is now 
aecepting grant applications for re- 
search and clinical studies in the areas 


of cancer of the skin. Since the incep- 


tion of the foundation in April 1979, 
more than $75,000 has been awarded 
for research, clinical studies, and pub- 


lic education. The Skin Cancer Foun- 


dation is the only national organiza- 
tion concerned exclusively with cancer 
of the skin. Its major areas of interest 
are to fund research into the causes, 
treatment, and prevention of . skin 
cancer; to educate primary-care physi- 
cians in methods of early detection 
and prevention of skin cancers; and to 


support postgraduate fellowships to 


train physicians in the most advanced 
and sophisticated techniques of treat- 


ment. Publie and community educa-. 
tion is also supported by the founda- 
tion through brochures and media. 
The foundation has secured more than 
100 hours of media time—for the most 
part on talk shows, where questions 
ean be answered. All inquiries should 
be addressed to the Grant Committee, 
Skin Caneer Foundation, 475 Park 
Ave S, New York, NY 10016. 


Symposium.—Stanford (Calif) Uni- 
versity's Department of Dermatology 
is presenting the Third International 
Psoriasis Symposium, to be held July 


18-17, 1981, at Stanford University. 
Notable advances in psoriasis research 


and therapy will be | emphasized 
through plenary sessions, workshops, 
and poster exhibits, during which 
opportunities for direct discussions 


` between investigators and attendees 


will be provided. For further informa- 
tion contact Paul H. Jacobs, MD, 
Department. of. Dermatology, Stan- 
ford University School of Medicine, 
Stanford, CA 94305. 


Society Meeting.-The Western Sec- 
tion of the Society for Investigative 
Dermatology will meet jointly with 
the Western Section of the American . 
Federation for Clinical Research and 
the. Western Society for Clinical 
Research. in Carmel, Calif, Feb 4-6, 
1981. Abstracts for the Carmel meet- 
ing are due by Sept 26, 1980, and 
should be mailed to Charles B. Slack 
Ine, 6900 Grove Rd, Thorofare, NJ 
08086. 


International Congress of Chemother- 
apy.—The 12th International Congress 
of. Chemotherapy will be held July 
19-24, 1981, in Florence, Italy. Antimi- 
érobial, anticancer, and antiviral 
chemotherapy and immunology and 
immunotherapy will be discussed. The 
deadline for abstracts is Feb 15, 1981. 
There will be pharmaceutical, techni- 
cal, and publication exhibits related to 
chemotherapy. 

For further information, write to 
Secrétariat, 12th International Con- 
gress of Chemotherapy, Via della 
Scala, 10, Florence, Italy, 50123. 


News and Notes 





U.V. PHOTOTHERAPY RADIOMETER 





for PHOTOCHEMOTHERAPY of 
PSORIASIS 
Features: 


* Direct readout in milliwatts/cm2. 

* Spectral response to match the photosensitization of skin. 

* Sensitivity from 0.3 to 100 milliwatts/cm?, full scale. 

* Wide field of view to match the cosine receiving function of 
human skin. 

* Small, rugged and battery operated for full portability and 
safety. 

* L.E.D. battery status indicator lamp. 

* Silicon photodiode detector for maximum stability.. 


Write Dept. A 


international light... 


Specialists in Light Measuremen 





240 grams (8 oz ) 


1% 
® " 
HALOG” OINTMENT 
Halcinonide Ointment — 
Store at room temperature: avoid exc 
“ton: Federal law prohibits dispensi 







DEXTER INDUSTRIAL GREEN 
NEWBURYPORT, MA. 01950 617.4655 )23 





Announcing a special added session 
at the University of California's 
Advanced Seminars in Dermatology. 


SYMPOSIUM 
ON HAIR 


Vera H. Price, M.D., Chairman 


Friday, September 26, 1980 
1:30-6:00 PM 
Vacation Village Hotel 
Mission Bay 
San Diego, California 
Sponsored by a grant from Herbert Laboratories 
Featured speakers include Rodney Dawber, 
John Burton, William Rosenberg and J. L. Stroud. 


4 hours Category | AMA and AAD Credit 





Please save me a seat at the Hair Symposium 
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Address 





Telephone 


Mail to: Department of Professional Education, Herbert 
Laboratories, 2525 Dupont Drive, Irvine, California 92713. 
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AMCINONIDE ER tumens 
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A CLINICAL SUCCESS 
IN THE WORLD OF 
STEROID RESPONSIVE 
DERMATOSES... 
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artist's interpretation) 
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Please see last page of advertisement for full prescribing information. 


CYCLOCORT 


AMCINONIDE ^M 














Effectiveness inthe — . 
dermatoses you treat 
most often 


More than 60 studies, conducted by 50 investigators 
in 18 countries, have demonstrated the outstanding 
therapeutic efficacy of CYCLOCORT in a full range 
of steroid responsive dermatoses. 


Rapid, predictable response 


This new synthetic glucocorticoid has brought about 
early, consistent improvement in eczema, psoriasis, 
contact dermatitis, seborrheic dermatitis and many 
other common dermatoses. ! 








Given D..d.in many patients 


Because of its potency, CYCLOCORT can be used 
successfully on a b.1.d. basis. Comparative studies wi 
Betamethasone valerate cream in patients with eczer 
tous dermatoses have shown the following results: 





Global improvement in eczematous _ 
dermatoses following two weeks of b.1.d. therapy — 



































4 controlled studies. 
CYCLOCORT 0.1% Betamethasone Valerate 0.1% 
Total | | lotal | | . 
Patients | Cleared |Excelle Patients | Cleared |Excellent| Goo 

Study A | 21 9 m om 

Study B | 22 4 

Study C 18 f 

Study D 16 8 

Total 77 28 
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iigh potency. in a unique 
idrophilic base 


 YCLOCORT has produced outstanding clinical results 

n patients with psoriasis. Good to excellent improve- 
nent in symptoms such as pruritus, erythema, scales, 
nduration, papules and plaques was observed in the | 
najority of patients after only one week of treatment. | 


digh vasoconstrictive activity 


n “blanching” response analyses on human skin, 
-YCLOCORT demonstrated significantly more activity 
han Betamethasone valerate, 0.1%, and Fluocinolone 
icetonide, 0.025%, and showed essentially the same 
rasoconstrictor activity as Halcinonide, 0.1%. 





Comparative Vasoconstrictive Data? 


(Histograms of blanching responses | 
fe | —summed % total possible score) | 
0 
» 
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CYCLOCORT Halcinonide Betamethasone Fluocinolone 
Amcinonide Valerate Acetonide 














ote: Although many investigators believe vasoconst rictor activity studies offer an indication 
potential clinical anti-inflammatory efficacy, no definite correlation has been proven. 


Vell accepted by patients 


YCLOCORT, formulated in Lederle’s AQUATAIN" 
ydrophilic base, contains 74.395 water and humectants — 
) soften and moisturize skin. In addition, the cream base 
t CYCLOCORT contains no common sensitizers to 
ggravate an existing dermatitis or create a new one. 
sherefore, CYCLOCORT is extremely well accepted by 
atients, and questions concerning acceptability have 
rought highly favorable responses.’ 


Data on file, Medical Department, Lederle Laboratories. 2. Woodford, R... Haigh, J. M.: Bioavailability and Activity of 0.1% 
icinonide Preparations: Comparison with Proprietary Topical Corticosteroid Preparations of Differing Potencies, Curr. Ther 
s- 26::31301-310, Sept., 1979. 3. Rocha, G. L.; Quinete, S. S.; Dantas, F. E.: Faria, T.: Curr. Ther. Res. 19:538-549, 1976 
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Potency, efficacy and 
convenience in 
Steroid-responsive 
dermatoses 


One form 





Cream 


One strength 





0.1% 








Two convenient sizes 


15 gram and 
60 gram tubes 
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CYCLOCORT* Amcinonide 
Cream 0.1% with AQUATAIN™ Hydrophilic Base 


Description: 0.1% topical cream with AQUATAIN™ hydrophilic bas 
Each gram of CYCLOCORT topical cream contains 1 mg (0.1%) of tt 
active steroid, amcinonide in AQUATAIN, a specially formulated ba: 
composed of emulsifying wax NF, isopropyl palmitate, glycerin US 


007 


sorbitol solution USP, lactic acid, 2% benzyl alcohol and purified wat® 
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Action: Topical steroids are primarily effective because of their ant 
inflammatory anti-pruritic, and vasoconstrictive actions. 


Indications: For relief of the inflammatory manifestations of cor 
costeroid-responsive dermatoses. 


Contraindications: Topical steroids are contraindicated in those p 
tients with a history of hypersensitivity to any of the components 
the preparation. 


Precautions: If irritation develops, the product should be discontinue 
and appropriate therapy instituted. 


In the presence of an infection the use of an appropriate antifungal « 
antibacterial agent should be instituted. If a favorable response dot 
not occur promptly, the corticosteroid should be discontinued until t} 
infection has been adequately controlled. 


If extensive areas are treated or if an occlusive technique is used the 
will be increased systemic absorption of the corticosteroid and suitab 
precautions should be taken, particularly in children and infants. 


Although topical steroids have not been reported to have an adver 
effect on human pregnancy, the safety of their use in pregnant wom 
has not absolutely been established. In laboratory animals, increas 
in incidence of fetal abnormalities have been associated with exposu 
of gestating females to topical corticosteroids, in some cases at rath 
low dosage levels. Therefore, drugs of this class should not be us 
extensively on pregnant patients, in large amounts, or for prolong 
periods of time. 


The product is not for ophthalmic use. 


Adverse Reactions: The following local adverse reactions have be 
reported with topical corticosteroids, especially under occlusive dre 
ings: burning, itching, irritation, dryness, folliculitis, hypertrichos 
acneiform eruptions, hypopigmentation, perioral dermatitis, allers 
contact dermatitis, maceration of the skin, secondary infection, sk 
atrophy, striae and miliaria. 

Dosage and Administration: Apply a light film to affected areas 2 
3 times daily. The cream should be rubbed in gently and thoroug! 
until it disappears. “Ns. 
How Supplied: 0.1% (Product No. 9183) Topical Cream Available 
15 and 60 Gram tubes. REV. 9, 


emm Lederle Laboratories 


A Division of American Cyanamid Company, Wayne, N.J. 07470 


ASSISTANT/ASSOCIATE PRO- 
FESSOR OF DERMATOLOGY, 
FULL-TIME. Candidates must 
be Board Certified in Derma- 
tology, have prior experience 
inv photobiology and demon- 
strated competence in teach- 

ing, research and patient 
care. Previous research expe- 
rience with laboratory ani- 
mals is also necessary. Re- 
sumes should be submitted to 
the Department of Dermatolo- 
gy, College of Physicians and 
Surgeons, 630 West 168 
Street, New York, New York 
10032. 


Postdoctoral position on a 
National Institutes of Health 
Training Grant in Cell and Molec- 
ular Dermatology is available on 
and after July 1, 1980. Three 
major areas of investigation 
available to the trainee are: 
regulation at the biochemical 
level, cell physiology and immu- 
nology. The candidate should be 
a physician with or without prior 
training in dermatology. Salary 
will be commensurate with years 
of training. Interested applicants 
should send their curriculum 
vitae to: Department of Derma- 
tology, University of Michigan 
Medical School, R6558 Kresge 
Medical Research Building, Ann 
Arbor, Michigan 48109. The Uni- 
versity of Michigan is an Equal 
Opportunity Employer 


DERMATOLOGIST WANTED 


Full time staff physician in a 
dermatology department with an 
approved program of five resi- 
dents per year. The institution is a 
specialty clinic, 1000 bed hospital 
and research complex. The posi- 
tion is predominantly a clinical- 
teaching one. Research opportuni- 
ties, however, are available. 
Although dermatopathology spe- 
cial certification is desirable, it is 
not essential. Salary is dependent 
on experience and special train- 
ing. Excellent fringe benefits. Con- 
tact: 

Edward A. Krull, M.D., Chairman 
Department of Dermatology 
Henry Ford Hospital 

2799 W. Grand Boulevard 
Detroit, Michigan 48202 


Dub ioa 
ication is 
available in 
microform 


Please send me additional information. 


University Microfilms 


International 
300 North Zeeb Road 


ept. P.R. 
Ann Arbor, MI 48106 
U.S.A. 
18 Bedford Row 
Dept. P.R. 
London, WC1R 4EJ 
England 
Name 
Institution 
Street 
City 
State 











SYNALAR’ 


(fluocinolone acetonide) 


CREAM 0.025%, 0.01% 
OINTMENT 0.025% 
SOLUTION 0.01% 
SYNEMOL* (fluocinolone acetonide) Cream 0.025% 
SYNALAR-HP* (fluocinolone acetonide) Cream 0.2% 
Description Synalar* Synemol* and Synalar-HP* contain 
the steroid fluocinolone acetonide. Their chemical name is 
6a, 9a-difluoro-16a-hydroxyprednisolone-16, 17-acetonide. 
Synalar cream contains fluocinolone acetonide 0.25 mg./g. 
or 0.1 mg./g. in a water- washable aqueous base of stearic 
acid, propylene glycol, sorbitan monostearate and mono- 
oleate, polysorbate 60, purified water and citric acid with 
methylparaben and propylparaben as preservatives 
Synalar ointment contains fluocinolone acetonide 0.25 
mg./g. in a white petrolatum U.S.P. vehicle 
Synalar solution contains fluocinolone acetonide 0.1 mg./ml. 
in a water-washable base of propylene glycol with citric acid. 
Synemol cream contains fluocinolone acetonide 0.25 mg./g. 
in a water- washable aqueous emollient base of stearyl 
alcohol, cetyl alcohol, mineral oil, propylene glycol, sorbitan 
monostearate, polysorbate 60, purified water and citric acid 
Synalar-HP cream contains fluocinolone acetonide 2 mg./g. 
in a water- washable aqueous base of stearyl alcohol, cetyl 
alcohol, mineral oil, propylene glycol. sorbitan monosfea- 
rate, polysorbate 60, purified water and citric acid with 
methylparaben and propylparaben as preservatives. 
Indications Inflammatory manifestations of corticosteroid- 
responsive dermatoses, 
Contraindications Topical steroids are contraindicated in 
patients with a history of hypersensitivity to any of the com- 
ponents of the preparation, 
Synalar-HP® (fluocinolone acetonide) 0.2% cream should not 
be used on infants up to two years of age. 
Precautions If irritation develops, discontinue the product 
and institute appropriate therapy. 
In presence of an infection institute use of an appropriate 
antifungal or antibacterial agent. If a favorable response 
does not occur promptly, discontinue the corticosteroid 
until the infection has been adequctely controlled. 
If extensive areas are treated or if occlusive technique is 
used, there will be increased systemic absorption of the 
corticosteroid and suitable precautions should be taken, 
particularly in children and infants 
The safety of topical steroids in pregnant women has not 
absolutely been established. In laboratory animals, 
increases in incidences of fetal abnormalities have been 
associated with exposure of gestating females to topical 
corticosteroids, in some cases at rather low dosage levels 
Therefore, drugs of this class should not be used extensively 
on pregnant patients, in large amounts or for prolonged 
periods of time. 
These products are not for ophthalmic use 
Synalar-HP cream should not be used for prolonged 
periods and the quantity per day should not exceed 2 g 
of formulated material. 
Adverse Reactions Local adverse reactions reported with 
topical corticosteroids: burning. itching. irritation, dryness. 
folliculitis, hypertrichosis, acneform eruptions, hypopigmen- 
tation, perioral dermatitis, allergic contact dermatitis, 
maceration of the skin, secondary infection, skin atrophy. 
striae, miliaria 
How Supplied 
Svnalar* (fluocinolone acetonide) 

Cream 0.025% —15, 30 and 60g. tubes, 120 and 425g. jars 

Cream 0.01% —15, 45 and 60g. tubes 

Ointment 0.025% — 15, 30 and 60g. tubes. 425g. jars 

Solution 0.01% — 20 and 60cc. plastic squeeze bottles 
Synemol* (fluocinolone acetonide) 

Cream 0.025% — 15, 30 and 60g. tubes 
Synalar-HP* (fluocinolone acetonide) 

Cream 0.2% — 12g. tubes 


Tea 


lopicals » 


nalar 


 (fluóÓcinolone 
acetonide) 


The right form 
in the right size... 


AJEJ Ee FREE 
9|.9|cc|9 cc} g 


4 








Synemol*" 
(fluocinolone 
acetonide) 
[Cream 0.025% 
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Synalar" 
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acetonide) 


Cream 0.01% 


Synalar 
(fluocinolone 
acetonide) 
[Cream 0.025% 











Synalar-HP" 
(fluocinolone 
acetonide) 
Cream 0.2% 


Synalar 
(fluocinolone 
acetonide) 
Ointment 0.025% 


Synalar " 


(fluocinolone > r 
acetonide) 

Solution 0.01% JE L d. 
*For the inflammatory manifestations of steriod-responsive 


dermatoses. 
**Not for ophthalmic use 
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Reviewers for 1979 


he editors would like to take this 

opportunity to thank, on behalf 
of themselves and the ARCHIVES’ read- 
ers, the large number of dedicated 
persons who have reviewed articles 
for the journal. As you may know, 
every manuscript submitted is exam- 
ined and evaluated by at least two 
referees, as well as by one of the 


editors independently. Although this 


procedure may delay publication; it is 
essential for the maintenance of qual- 
ity and accuracy in all of the material 
published. 

The following is a compilation of 
the names of the reviewers who have 
so generously given of their time and 
expertise on behalf of the ARCHIVES 


-. Jules Altman 





Bernard Ackerman 





Raza Aly 

Philip C. Anderson 
-Prapand Apisarnthanarax 
¿Kenneth A. Arndt 
"Harry L. Arnold, Jr 
Robert Auerbach 

John P. Ayer 

Samuel Ayres, Jr 

Daniel L. Azarnoff 
Howard P. Baden 





2 Sidney I rom 
Bruce J. Bart 


b < Robert S. Bat 
Eugene A. Bauer 


Richard D. Baughman 
Samuel F; Bean 
Samuel W. Becker, Jr 
James H. Beckett 
Herman Beerman 
Bernard W. Berger 
Wilma F. Bergfeld 
. Alexander Berman 
_ Joel Bernstein 
y” Ernst H. Beutner 
David R. Bickers 

Donald J. Birmingham 


* 
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from September 1978 to February 
1980. In the first year of our editorial 


Arthur R. Birt 
Harvey Blank 


Marshall L. Blankenship 


Samuel M. Bluefarb 
Dan. A. Bovenmyer 
Irwin M. Braverman 
Aodan Breathnach 
Robert A. Briggaman 
Algie C. Brown 

David Brown 

Stuart M. Brown 
Martin H. Brownstein 
Louis A. Brunsting, Sr 
Carroll F. Burgoon 
Joseph W. Burnett 
Thomas K. Burnham 
Thomas Butterworth 
Jean-Claude Bystryn 
David D. Caldarelli 

J. Lamar Callaway 
Jeffrey P. Callen 
Richard M. Caplan 
Robert G. Carney, Jr 
William A. Caro 
Stewart G. Carrington 
Paul E. Carson 

D. Martin Carter 
Edward P. Cawley 

L. F. Chapman 
Marvin E. Chernosky 
Herbert B. Christianson 
Michael Chusid 


tenure, however: the number of seere- 
taries working in our office almost 
equaled the number of reviewers con- 
sulted (sie transit Gloria...and Ca- 
ryn, Pam, Denise, ete). Consequently, 
if any name is omitted or misspelled, 
we apologize for this in. advance. 


Please let us know about any errors, 


and the information will be included 
as a correction in a future issue. 
Lastly, we wish to express, too, our 
continuing grateful and.sincere ap- 
preciation to the contributors, read- 


. ers, and supporters of the ARCHIVES OF 


DERMATOLOGY. 


FREDERICK D. MALKINSON, 
MD, DMD 
; RoGER W. PEARSON, Mp 
Unito. 


EN 





William. E. Clendenning | 
Alvin J. Cox - 
David L. Cram. 
Derek J. Cripps 
Robert G. Crounse 
Frank W.Crowe |. 
Stanley I. Cullen 
Helen: O. Curth 

Mark V. Dahl 

Ross H. Daniel 
Farrington. Daniels, Jr 
©. P. Darby: 

Richard G. Davis 

W. C; Dewey 

Richard L. Dobson 
M. B. Dockerty 
Howard V. Dubin : 
William H. Eaglstein 
Richard. D. Edelson 
Arthur Z. Eisen 
Peter M. Elias 

Ana M. Eng 

Warren W. Epinette 
Ervin H. Epstein, Sr 
Ervin H. Epstein, Jr 
John H. Epstein 
Philip Epstein 
William L. Epstein 
James O. Ertle ` 
Nancy B. Esterly 
Mark A. Everett 
Eugene M. Farber 








Evan R. Farmer 
Paul Fasal 

Jan Fawcett 
Thomas Fears 
Joseph Feezko 
Michael J. Fellner 
Gerald Fine 
Alexander A. Fisher 
Michael: Fisher 
Nicholas Fiumara 
B. Allen Flaxman 
Raul Fleischmajer 
Samuel B. Frank 
James L. Franklin 
Irwin M. Freedberg 
Robert G. Freeman 
Ruth K. Freinkel 
David Fretzin 
Phillip Frost 

Kimie Fukuyama 
John F. Gaeta 
Louisa M. Gehlmann 
Gerald A. Gellin 
Barbara A. Gilchrest 


dames N. Gilliam 


Leon Goldman 
Herbert Goldschmidt 
Lowell Goldsmith 
Loren E. Golitz 
Robert W. Goltz 
Edward C. Gomez 
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: Robert J. Gorlin 
-Helen R. Gottschalk 
-Victor Guld , 
. James H. Graham 
-Howard R. Gray 
John N. Grekin 
“Sylvia F. Griem 
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Vietor C. Hackney 
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Morris Leider 
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Aaron B. Lerner 
Walter F. Lever 
Stuart Levin 

Fred Levit 

Edmund J. Lewis 
James J. Leyden 
Martin S. Litwin 
Walter C. Lobitz, Jr 
Donald P. Lookingbill 
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Douglas Lowy 

Lee R. Lumpkin 
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“Original Contributions 


Acral Lentiginous Melanoma 


William P. Coleman III, MD; Philip R. Loria, MD: Richard J. Reed, MD; Edward T. Krementz, MD 


. Aerar: tentiginous melanoma repre- 
i sents a fourth variant of malignant mela- 
noma in company with lentigo maligna 
melanoma, superficial spreading melano- 
ma, and nodular melanoma. It is charac- 
terized by a lentiginous (radial) growth 
phase that evolves over months or years 
to a dermal (vertical) invasive stage. Clin- 
ical and pathologic features were re- 
viewed in 35 cases of acral lentiginous 
melanoma of the palms and soles. This 








_ Variant of melanoma probably represents . 






_ the most common expression of melano- 
ma in blacks; two thirds of the patients in 


; year survival rate was 11%. 
| (Arch Dermatol 116:773-776, 1980) 





he current classification of malig- 


nant melanoma has evolved from 
careful elinicopathologie correlations. 
On the basis of clinical characteristics 
and distinctive histologic patterns, 
three variants of cutaneous malignant 
melanomas have been defined: nodu- 
lar melanoma, superficial spreading 


noma.’ The features that define vari- 
ants of malignant melanoma are as 
follows: (1) preliminary growth at the 
dermal-epidermal interface (radial 
growth); (2) expansile growth in the 
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our study were black. The average three- . 


melanoma, and lentigo maligna mela-. 


papillary dermis or infiltrative 
growth in the reticular dermis (verti- 
cal growth); (3) cytology (spindle.or 


epithelioid cells); (4) response of the- 
s growth: pattern with uniform melano-- 
melanocytes; and (5) host immune. 
response (lymphoid infiltrates and 


epidermis to an abnormal clone of 


patterns of regression). Clinical ehar- 
acteristics are an aid in defining. the 


| variants and are invaluable in lentigo. 
maligna, an actinic variant. There 
“remain exceptional variants, the fea- 


tures of which are different: from 


cial spreading melanoma, and lentigo 
maligna. melanoma. Using criteria 
that define differences between nodu- 
lar, superficial spreading, and lentigo 


maligna melanoma, we believe that a^ 


group of the exceptional cases qualify 


as a distinctive variant, acral lentigi- 


nous. melanoma? (Table). 

Lentigo maligna melanoma is char- 
acterized by slow evolution from. a 
radial to a vertical growth phase.** It 
is an actinieally induced lesion that 


involves the sun-damaged skin of fair- 


compleeted elderly patients. Its char- 
acteristies are (1) a lentiginous radial 
growth component with variable mel- 
anocytic dysplasia; (2) a vertical 
growth component that appears late 
in the evolution of the radial compo- 
nent; (3) spindle cells that are diffuse- 
ly arranged in the basal layer of the 
epidermis in the. radial component, 
and compactly aggregated to form a 
nodule in the vertical component; (4) 
an atrophic epidermis with effaced 
rete ridges; and (5) variable lymphoid 
immune response with irregular areas 
of regression in the radial compo- 
nent. 

The superficial spreading melano- 


idle aged men and the un 


“nodule in the papillary dermis; (3). 


. immune 
those of nodular melanoma, superfi- = 


from. the inception of the tumor; (3) 


thinning of the epidermis over the 


soles in patients seen at Charity Hos- 
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women, has the following characteris 
ties: (1) Pagetoid or nevoeytie radial: 


cytie. dysplasia; (2) a vertical growth 
component in which the tumor evolves 
for a period of time as an expanding 


epithelioid tumor cells; (4) hyperplasia 
of the stratum malpighii i in the radial : 
component; and (5) a marked host 
ponse with focal areas of 











regression. . 
.. Nodul: melanomas are hiia ; 
.(1) minimal or no radial 


ponent; (2) vertical growth : 
epithelioid or spindle tumor cells; (4) 


expanding tumor nodule; and (5) cellu-. 
lar host immune response with focal. 
areas of regression. 

In these three variants, the vertical 
growth component, late in its evolu- 
tion, is characterized by an infiltrative - 
pattern of growth and by a marked 
reduction in the host immune re- 
sponse: 

Melanomas of the palms and soles 
show clinical and histologie changes . 
that are distinetive*^^ We have 
reviewed melanomas of the palms and 


pital. of Louisiana, New Orleans. Our 
study. defines their distinctive fea- 
tures, with emphasis on the clinical 
findings. 


MATERIALS AND METHODS 
Case Material 
Sixty-one cases of melanoma of the 
palms and soles were registered in the 
Charity Hospital tumor registry from 1948 


Comparison of Four Varieties of Melanoma 








Foci of Desmoplasia 
Radial Duration of Radial Regression/ Pagetoid Cells in Vertical 
Type of Melanoma Growth Growth Phase Progression in Epidermis Growth 
Lentigo maligna Lentiginous Many years Yes No Common 
Superficial spreading Epithelioid 1-3 years Yes Yes Rare 
Nodular None None No No Rare 


Acral lentiginous Usually lentiginous Months to years Yes Rarely Very common 





Fig 1.—In radial growth component, atypical melanocytes are 
diffusely distributed in basal portion of epidermis (lentiginous 
pattern). Epidermis shows regular elongation of rete ridges and 
acanthosis. Papillary dermis is widened and contains mild infil- 
trate of lymphocytes and histiocytes (hematoxylin-eosin, 
x 260). 


Fig 2.—Atypical melanocytes are distributed in lentiginous pattern 
in basal portion of epidermis. Fascicles of atypical spindle cells ? 
are compactly aggregated in nodule in reticular dermis. Common 
characteristics of radial and vertical growth components are 


represented (hematoxylin-eosin, x 400). 


to 1975. Histologie material was available 
from 47 of these cases. For documentation 
of radial and vertical growth components, 
the histologic material was judged to be 
satisfactory in 35 cases. The clinical record 
on each of these 35 patients was reviewed. 
Follow-up information was available 
through the tumor registry. Available pho- 
tographs of clinical lesions and surgical 
specimens were reviewed. 


Pathologic Findings 


The typical gross lesion was black, nodu- 
lar, and rounded. Many tumors were ulcer- 
ated, while several were exophytic. Most 
lesions were accompanied by a peripheral, 
macular, hyperpigmented halo. 

Histologically, the macular portion 
showed the pattern of a radial growth 
phase, with a diffuse lentiginous hyperpla- 
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sia of atypical melanocytes in the basal 
portion of the epidermis (Fig 1). The epi- 
dermis was hyperplastic, with elongated 
rete ridges. The dysplastic melanocytes 
were separated from neighboring cells by 
clear areas to produce a lacunar appear- 
ance. The widened papillary dermis con- 
tained a dense lymphohistiocytie infil- 
trate. 

In the vertical growth components, atyp- 
ical melanocytes (most commonly, pig- 
mented spindle cells) infiltrated the dermis 
(Fig 2). The lesions were classified as to 
depth of invasion; most of the lesions were 
beyond level 3, according to the criteria of 
Clark.’ 


RESULTS 


Thirty-four of the lesions were on 
the sole of the foot (Fig 3 and 4) and 





one was on the palm of the hand (Fig 
5). The lesions varied in width from 
0.6 to 8.0 em, with a mean of 2.7 cm. 
The duration prior to treatment 
varied from a few months to as long as 
eight years. One 60-year-old patient 
related his tumor to a flat pigmented 
plantar lentigo in the same location, 
present since birth. In most patients 
the historical data were inadequate. 

The median age at diagnosis was 61 
years, with a range from 24 to 84 
years; 66% of the patients were black. 
(In the tumor registry, for all types of 
melanomas, blacks accounted for only 
17% of the cases. The male-female 
ratio was 2:1. 

Twenty-five percent of the patients 
complained of prelesional trauma to 
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Fig 3.—Lesion on distal plantar aspect of 
great toe, a common location for acral 
leritiginous melanoma. 






Fig 4.—Large plantar lesion with pro- 
nounced radial growth component. 





Fig 5.—Advanced palmar lesion with prom- 
inent tumefaction. 


» Fig 6.—Acral lentiginous melanoma pro- 
ducing vitiligo. 


. 
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Fig 7.—Epidermis shows prominent granu- 
lar layer, elongation of rete ridges, and 
increased melanocytic activity. Melano- 
cytes are plump and have migrated into 
stratum malpighii. Papillary dermis is 
slightly fibrotic but is free of tumor cells. 
Lesion qualifies as atypical lentigo; biopsy 
was performed, but no excision (hematox- 
ylin-eosin, x 150). 





Fig 8.—Same lesion as in Fig 7, after 
eight-year interval. Lesion had increased 
in size and developed a roughened, raised 
area. Lesion was excised; photomicro- 
graph shows vertical growth component 
and thin level 3 invasion (hematoxylin- 
eosin, x 40). 


the tumor sites. These included punc- 
ture wounds, stone bruises, friction 
blisters, and a case of contact dermati- 
tis. Most patients denied a preexisting 
lesion at the site of the tumor. Several 
patients described “corns” or "blood 
blisters" in the same areas in which a 
melanoma subsequently appeared. 
Regional node dissections were per- 
formed on all patients with level 3 or 
greater melanomas or clinical evi- 
dence of enlarged regional lymph 
nodes. Of those patients in whom a 
groin dissection was performed, 505 
(13.o0f 26) had melanoma metastatic to 
the inguinal nodes at the time of 
surgery. For the group of patients 
with nodal involvement and adequate 
clinieal follow-up (three years or 
more), 100% are now dead (11 of 11). 


Of those without clinical or surgical 
evidence of nodal involvement and 
three-year clinical follow-up, 82% (14 
of 17) are now dead. Overall, 89% (25 
of 28) of the patients with three-year 
follow-up are dead. 

Survivals range from one month 
after surgery to 16 years, with a 
median of 27 months and a mean of 42 
months. The three longest survivors, 
two at 16 years and one at seven years 
after surgery, died of other causes 
(heart disease and epidermoid carci- 
noma of the lung). In one patient with 
a very large lesion, extensive vitiligo 
developed after the melanoma ap- 
peared (Fig. 6). She had no regional 
lymph node involvement and is free of 
disease three years postoperatively. 

Most of the patients in this series 
were treated with wide excision of the 
primary lesion, prophylactic node dis- 
section, and regional perfusion. Those 
in whom systemic disease developed 
were treated by chemotherapy with 
the various agents in vogue at the 
time of diagnosis. 


COMMENT 


Clinically, these lesions are distin- 
guished by involvement of hairless 
areas. After onset they evolve from a 
pigmented macule (radial growth) to a 
nodule surrounded by a pigmented 
macule (radial and vertical growth). In 
one case we observed histologically an 
evolution from an atypical lentigo to 
level 3 invasion over an interval of 
eight vears (Fig 7 and 8). Patients' 
memories are often unreliable when 
they are questioned about the age of a 
lesion; consequently, we do not have 
adequate data regarding the time 
required for evolution from a radial to 
a vertical growth phase. However, our 
material suggests an interval ranging 
from several months to years. 

Histologically, the features of acral 
lentiginous melanoma are (1) a lentig- 
inous radial growth component; (2) 
vertical growth in which level 4 inva- 
sion is relatively common; (3) spindle 
cell features preponderantly in the 
vertical component; (4) psoriasiform 
epidermal hyperplasia in the radial 
component (a feature that clearly dis- 
tinguishes the lesion from lentigo 
maligna); (5) a good host immune 
response with focal areas of regres- 
sion; and (6) prominent desmoplasia in 
the vertical component. These melano- 
mas are acral in distribution and len- 
tiginous in the radial growth compo- 
nent; they qualify as acral lentiginous 
melanomas.’ 

Sixty-six percent of the acral lentig- 
inous melanomas of the palms and 
soles were found-in black patients, a 
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centage of black. patients seen at 
‘Charity Hospital: In the preponder- 
"antly ‘black population from which 
these cases were drawn, however, only 
17% of all melanomas occurred. in 
black patients during the same peri- 
od.’ Melanoma in the black patient has 
a predilection for acral locations, espe- 
dally the palms and soles.’ The 
mucosal melanomas also qualify as 
acral and lentiginous. 

In approximately one half of the 
cases in the tumor registry at Charity 
Hospital, the histologie material was 
inadequate, and in one third of the 
cases, the material was insuffieient to 
demonstrate a radial component. 
Many of the excluded acral: melano- 
mas conceivably could have repre- 
‘sented acral lentiginous melanomas. 
Even with the limited histologic mate- 
rial available, 35 of 47 acral melano- 
“mas did qualify in this largely black 
study group. Acral lentiginous mela- 
‘noma represents the most common 
melanoma of blaeks in our material. 
Obviously, 








melanomas in which the histologie 
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the vertical growth component of 
acral lentiginous melanomas. 

Acral lentiginous melanomas arise 
in the least pigmented areas on the 
skin surface. Copeman et al have sug- 
gested that the light-colored acral 
locations may be areas devoid of anti- 
melanoma cell chalones, which are 
normally produced in the highly pig- 
mented skin of blacks." Lewis and 
Johnson have further proposed that 
these may be foci of unstable pig- 
ment-producing cells, and that mela- 
nomas may originate in the. lentigi- 
nous lesions that are seen so common- 
ly on the palms and soles of blacks.* In 
our material, only one patient related 
his melanoma to a preexisting congen- 
ital lentigo. 

Ina review of lentigines in black 
patients, we found that acral lentig- 
ines occur more commonly in darker- 
skinned blacks than in those with fair- 
er skin." Our retrospective data for 
acral lentiginous melanoma, however, 
do not provide information on skin 
coloring. The acral lentigines of blacks 


are not uniformly accepted as prema- 
i pant lesions. Their common oceur- 





References 


(Sun 183: 533-542, 1916. i 
UE Le i MG: Malignant melanoma i Uganda. 
Brd Cancer 21483-495, 1967: 
8. Lewis MG, Johnson: Ky The ineldence and 
distribution of pigmented 1 nevi in Ugandan Afri- 
1968. 



















main the North American Negro. Surg Gynecol 
Obstét 138:437-439, 1971. 

10. Rippey JJ; Sehmianan A: Skin ‘tumors of 
Africans, in Marshall J (ed): Essays on. Tropical 
Amsterdam, Excerpta Mediea, 


SAL Copeman PWM, Lewis MG, Bleehan SS: 
Biology. and immunology of vitiligo and cuta- 
neotis malignant melanoma, in Rook A (ed) 
Recent! Advances in Dermatology. Edinburgh, 
Churchill Livingstone, 1973, pp 245-284, 


- renee (20% to 40%) in a population i in 


which melanoma rarely develops is . 
cited as evidence against a premalig- 
nant roles 

‘Trauma to:the palms and soles has 
been suggested as a possible explana- 
tion for this peculiar racial localization 
of melanoma. There is, however, no 
change in incidence of melanoma of 
the soles when African tribes become . 
urbanized and begin to “wear 
shoes; $10.16 

Only 11% of the patients in our 
series survived three years. The hid- 
den location of the lesions, especially 
on the plantar surface, contributes to 
the poor prognosis by allowing the 
early lesions to go undetected until 
the phase of vertical growth occurs, 
Early detection of the lesion. in a 
radial growth phase is critical to an 
improved prognosis for acral lentigi- a 
nous melanoma. 
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Nevoid Basal Cell Carcinoma Syndrome 


icroscopically Controlled Surgery 
for Carcinomas in Patients With 


Frederic E. Mohs, MD; Daniel L. Jones, MD; Frank C. Koranda, MD 


* The basal cell carcinomas of the 
nevoid basal cell carcinoma syndrome 
present a serious challenge in therapy 
because of the large number of cancers 
that eventually develop and because a 
notable proportion of them are highly 
aggressive neoplasms. Microscopically 
controlled surgery provides a means to 
ensure eradication of both the highly ma- 
lignant. and the more benign-behaving 
neoplasms. Since microscopic control 
obviates the need to remove an extra 
margin of normal tissue, elimination of the 

tumors is accomplished with conserva- 

` tion of the greatest possible amount of 
normal tissues. These conclusions are 
based on a study of 30 patients with 
nevoid basal cell carcinoma syndrome 
who were treated in chemosurgery clinics 
during the past 30 vears. 

(Arch Dermatol 116:777-779, 1980) 


Ithough the nevoid basal cell carci- 
noma syndrome (NBCCS) is a 
familiar entity to dermatologists,'~* 
little has been written concerning the 
serious therapeutic challenge it may 
create. In patients with NBCCS, many 
of the basal cell carcinomas (BCCs) 
tend to be benign-behaving, but a 
considerable number can be highly 
aggressive. Therefore, any method 
selected to treat these neoplasms must 
be effective against invasive tumors. 
Moreover, because these patients are 
destined to have many more primary 
tumors throughout their lifetimes, the 
conservation of as much normal tissue 
as possible is essential to avoid serious 
disfigurement from overzealous treat- 
ment. We believe microscopically con- 
trolled surgery has special value in the 
treatment. of the carcinomas in 
NBCCS because the complete micro- 
scopic control of excision not only pro- 
vides maximum assurance of eradica- 
tion of highly invasive as well as less 
invasive neoplasms, but it also ob- 
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viates the need to remove or destroy a 
wide extra margin of normal tissue. 


MATERIALS AND METHODS 


The records of 30 patients with NBCCS 
who were treated in our chemosurgery 
clinies during the last 30 years were 
reviewed. The criteria for the diagnosis of 
NBCCS were multiple BCCs, pits of the 
palms and soles, jaw cysts, and a family 
history of NBCCS. Any patient in whom 
x-ray treatment or arsenic ingestion was 
thought to be a causative factor was 
excluded from the series. 


RESULTS 
Our findings are presented in the 


Table. All of the BCCs were treated 


with microscopically controlled sur- 
gery, using the fixed tissue technique 


for most of the patients in the first 
half of the series and the fresh tissue 


technique for most of those in the last 
half.*^ Most of the carcinomas were on 


the face, but they also occurred on. | 


many other parts of the body includ- 


ing the palms, soles, extremities, and - 


genitalia. The BCCs often developed 
episodically, sometimes followed by a 
quiescent period for a few months or 
years. In some patients, crops oc- 
curred persistently throughout life. 
The age at which the patients first 
became aware that they had skin ean- 
cers ranged from 16 to 56 years. Elev- 
en of the patients were not aware that 
they had skin cancer until they were 
35 years old or older. 

All but six of our patients had one or 
more extensive, destructive BCC. 
Most of these highly invasive tumors 
involved the embryonic cleft areas of 
the face, occurring about the eyes and 
nose in 16 patients and about the ears 
in three patients. Three patients had 
deeply penetrating carcinomas of the 
trunk and extremities. Patient 16 had 
carcinomas of the palms and soles, one 
of which extended to the flexor ten- 
dons on the palm. Patient 21 had a 
devastating, recurrent carcinoma that 
invaded the shoulder joint and re- 
quired a forequarter amputation. A 
BCC of the abdomen in patient 6 
invaded the peritoneum and was later 
reported to have been lethal, after he 
moved to another area. This patient 
had schizophrenia, but most of our 
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.Fig.2.-Same patient at age 60 years. A 



















Patient at age 31 years, when first 
n chemosurgery clinic. Several basal 












total of. 234 basal cell carcinomas had 
been removed from face, scalp, and neck 
by. means of microscopically controlled 
surgery. 








No. of Carcinomas 















Treated by 
Age, yr, Chemosurgery 
Patient/ First TEE 8 UM 00e ORDER Nui D. LIEN. Presence of 
Age, yr, Aware Arms Extensive 
First Seen in of Skin and Infiltrating 
Chemosurgery Cancer Head Neck Trunk Legs Carcinoma Comments Regarding Infiltrating Carcinomas 
1/58 29 27 8 11 0 Yes Invaded lacrimal ducts and both eyelids; in- 


vaded full thickness of nasal ala 
2/62 56 11 3 4 0 Yes Invaded entire lower eyelid, inner canthus, floor 
of orbit 
3/50 40 42 1 7 0 Yes Extended from lower lid to inner canthus, up- 
per lid 
Extended from lower lid to lid margin; nasal 
bridge, root required six excisions . 
5/60* 38 22 0 33 6 Yes Extended from inner canthus through sclera; ` 
enucleation required 
6/42 34 108 14 11 0 Yes Died of basal cell carcinoma that penetrated 
through abdominal wall into peritoneum 
7/60 30 43 3 2 0 Yes Extended from medial canthi to involve all of 
nose, into upper lip 
After having 680 basal cell carcinomas re- 
moved by other means, cancer involving na- 
sal bridge, root, alae, and columella was 
chemosurgically excised 
9/34t 28 16 0 0 9 No Early lesions readily controlled 
10/61 40 22 0 0 0 Yes Invaded through full thickness nasal ala bridge 
to cheek; carcinoma of upper lip penetrated 
to buccal mucosa 









































mastoid, bony ear canal, parotid gland 
15/47 35 2 0 0 0 Yes Invaded from cheek into lower eyelid, nasal ala; 


there were multiple other carcinomas, but pa- 
tient declined treatment 






















16/50 2 0 4 5 Yes Invaded to tendons of palm; also basal cell car- 
cinoma, labium majus 

17/39 37 36 0 0 0 Yes Invaded from scalp to posterior ear, postauricu- 
lar sulcus 

18/42 27 47 4 0 0 Yes Invaded from cheek into nasal ala, floor, upper 
lip 

19/31 25 187 47 144 19 No Early, moderately advanced lesions readily con- 
trolled 


Scalp lesion, recurrent after x-ray therapy, ex- 
tended widely but other smaller lesions were 
more easily controlled 

4 0 7 1 Yes Shoulder lesion invaded shoulder joint; re- 

quired surgical amputation 

22/45 37 90 22 24 8 Yes Invaded most of lower eyelid; also basal cell 

carcinoma, labium majus 


Invaded more than half of lower eyelid 









21/39 











25/31 












26/42 38 32 7 23 0 Yes Invaded from lateral half of lower eyelid into 
upper eyelid 

27/40 32 7 0 0 0 Yes Invaded much of eyelids; reconstruction re- 
quired to save globe 

28/72 33 30 8 0 0 Yes Invaded from cheek into zygoma; invaded from 


lower eyelid to nasal root and cheek 
Invaded deeply in nasal ala 


54 19 30 0 Yes Invaded all of lower eyelid; invaded from con- 
cha into external auditory canal; invaded 
through upper lip 









29/34 26 





*Father of patient 4. 
TDaughter of patient 7. 
{Son of patient 11. 
§Son of patient 22. 


patients had essentially normal men- they were referred to our chemosur- tumors. All six of them have been 
tal faculties; although a few patients gery clinics. The six patients whose faithful in their follow-up visits at 
were mildly retarded, most patients carcinomas had not reached an ad- three- to six-month intervals. Conse- ; 


were intelligent. vanced stage were initially seen with- quently, the BCCs have been con- We, 


The 24 patients with extensive car- in five to ten years of their first trolled and have not been mutilating, 
cinomas had them at the time that ^ knowledge that they had cutaneous despite their large numbers. Patient 
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face, sealp, and eck with mier copi- 
cally controlled surgery. No plastic 
surgical repair. of any of the wounds 
was performed. His affliction did not 
prevent him from having a successful 
business career and a normal family 
life. His appearance remained quite 
good, as illustrated in photographs 
taken in 1950 and in 1979 (Fig 1 and 

2). 

. All of the extensive BCCs were suc- 
cessfully treated by microscopically 
controlled surgery, except for the one 
that invaded the peritoneum with a 
fatal result (patient 6) and the one 
that invaded the shoulder joint so 
extensively that a surgical forequar- 
ter amputation was necessary to erad- 
icate the neoplasm (patient 21). The 
large proportion of patients with 
aggressive lesions in this series 

i, resulted. from the fact that many of 

“the patients were referred for micro- 

-scopically controlled surgery because 
5o their neoplasms had not been con- 

trolled by other treatments that 

“dJaeked’a means of determining the 

. extent of the clinically undetectable 
outgrowths from the main tumor 
mass. 





COMMENT 


Nevoid basal cell carcinoma syn- 
drome is an autosomal dominant dis- 
ease; however, one third of the 
patients do not have a positive family 
history. This observation may be 
explained by mutation, incomplete 
penetrance, or variable expression of 

» genes. The clinical appearance is mul- 
tifaceted. The presence of multiple 
basal cell carcinomas without any 
apparent cause, together with palmar- 
plantar pits and/or jaw cysts, is ordi- 
narily a sufficient basis on which to 
make the diagnosis of NBCCS. 

The first of the identifying charac- 
teristics are the palmar-plantar pits, 
which occur in over one half of the 
patients. These pits are usually 1- to 
3-mm, superficial craters that vary in 
color from flesh-colored to red. They 

may be difficult to see without magni- 

fication. The pits are characterized 
microscopically by a complete to par- 
tial absence of the stratum corneum. 

Ithough rare.even in NBCCS, BCCs 

may occur on the palms and soles, 
probably evolving from the pits. 

~~». Secondly, jaw cysts or odontogenic 

keratocysts of the mandible and max- 
illa may be the earliest sign of NBCCS 
and are one of the most frequent 
characteristics. They occur in at least 

60% to 70% of patients and can contin- 

ue to develop throughout life. They 

PP gee result in morbidity, particularly 

uring youth, when they often attract 

œ- more attention than the BCCs. The 
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flared, and deformed ribs; spina bifi- 
da; ectopic ealeifieations of the falx 
cerebri, tentorium cerebelli, or petro- 
clinoid ‘ligaments; and a complete or 
partial bridging of the sella turcica. 

Morphologically, the BCCs may 
vary from ulceronodular to peduncu- 
lated, papular, or macular lesions with 
color variation (ie, erythematous, 
pearly, or pigmented). Often what 
appears to be a milium, skin tag, 
nevus, hemangioma, or other type of 
benign growth will be microscopically 
determined to be a BCC. We have 
been impressed by the considerable 
numbers of small, innocuous-ap- 
pearing lesions that were found on 
biopsy to be BCCs that were deeply 
invasive, requiring multiple micro- 
scopically controlled excisions to 
achieve a cancer-free plane. We have 
found no way clinically to distinguish 
the most aggressive tumors. Histolog- 
ically, all varieties of BCCs are seen. 
The most invasive tumors usually 
demonstrated anaplastic patterns 
with loss of cellular cohesiveness, fusi- 
form cellular shapes, nuclear hyper- 
chromasia, and frequent mitotie fig- 
ures. Stromal reaction in the form of 
collagen proliferation was often pres- 
ent. Occasionally, a benign-appearing 
superficial histopathologic 
was replaced by a more anaplastic 
pattern in the deeper tissues. Only 
with microscopically controlled exci- 
sion could this change be appre- 
ciated. 

The carcinomas develop so insid- 
iously that one may be lulled: into 
complacency and delay treating new 
lesions or, worse yet, let the patient 
decide when the need for treatment 
exists. However, highly aggressive 
and treacherous behavior is common. 
Although this is partieularly true of 
carcinoma of the midface, tumors of 
other areas also may be destructive 
and deadly. Patient 6 died as a result 
of one of the BCCs, which penetrated 
into his peritoneum. Taylor et al 
reported on two NBCCS patients who 
died, one because of extensive BCC 
invading the brain and the other due 
to tumor infiltration of the lung." The 
prognosis for NBCCS patients does 
not improve with age. Periodie three- 
to six-month follow-up visits are war- 
ranted. Regular total-body cutaneous 
examinations should be performed. 
This point was reinforeed when BCCs 
developed on the labia majora of two 
of our patients. 

Tumors of NBCCS have been 
treated with surgical excision and 
primary closure, grafting or more 
elaborate reconstructive procedures, 
cryosurgery, Mohs’ microscopically 
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tively managed. A special effort to 


pattern . 
that regular follow-up visits make it 
entirely possible to keep ahead of the 


trodesiccation, irradi topical 
fluorouracil applications, and derm- 
abrasion. Before selecting a suitable - 
treatment method, the salient fea- 
tures of NBCCS should be considered, 
The tumors often appear in crops of 
five to 20; it is difficult to distinguish. 
clinically whieh of these may be inva- 
sive. New tumors are likely to occur in 
adjacent apparently normal tissues at 
3 later date; vital structures may be 
involved, and the problem is a lifelong 
affliction. The first priority is to 
ensure complete eradication of the 
BCCs. The one method that provides 
the greatest assurance of this is 
microscopically controlled surgery. 
The second priority is to preserve 
normal tissue to prevent disfigure- : 
ment. Microscopically controlled sur- 
gery affords maximal tissue conserva- ` 
tion because it does not require an. 
extra-wide margin of safety, as is the | 
ease when using exeision, irradiation, 
or cryosurgery in an attempt to de- 

stroy tumor microextensions. qu 

The treatment of NBCCS may see 

overwhelming and hopeless to both 
patient and physician, but with per- - 
sistence and diligence it can be effec- 


























provide emotional support and encour- 
agement to these individuals is impor- 
tant. It is essential to impress on them 


seemingly relentless proliferation of 
new BCCs. Someday the unique 
genetic nature of NBCCS may be 
unraveled to explain the very cause of 
cancer itself, for here the entire spec- 
trum of tumors from benign to malig- 
nant are seen all in one individual. By 
genetic manipulation it may become 
possible to “turn off" the defect and 
eliminate the problem. Until then, the 
precision of microscopically controlled © 
surgery provides the greatest possible 
assurance of eradication of the can- 
cers, along with the preservation of 
maximal amounts of normal tissue. 
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Benign Lichenoid Keratosis 


COL Detlef K. Goette, MD, MC, USA 


€ Forty patients (39 white, one Oriental) - 


_ had an isolated asymptomatic lichenoid 
i keratotic lesion varying from bright red to 
violaceous to brown. The clinical diag- 


` noses included basal: cell carcinoma, - 


actinic keratosis, Bowen's disease, and 
seborrheic. keratosis. 


guishable from. those of lichen planus. 
Although the majority of lesions occurred 
in sun-exposed skin and showed histo- 


logic evidence of solar elastosis, changes 
typical of carcinoma in situ were absent. 


The correct pathologic diagnosis of 
benign lichenoid keratosis was Initially 
made in only seven cases. = en" 

(Arch Dermatol 116:780-782, 1980) 


n 1966, two studies of isolated; 
L asymptomatic keratoses with lich- 
-en-planus-like histologic ^ features 
: were published as “Solitary Lichen 
Planus"* and “Solitary Lichen Planus- 
like Keratosis.’” Scott and Johnson’ 
accumulated a series of 188 such 
lesions and described their clinical and 
histologic characteristics. 

In a period of two years, I have seen 
40 cases of benign lichenoid keratosis 
;" (BLK) and can confirm previous data. 


The diagnosis of BLK is ped made. 
clinically because these lesions are. 


commonly mistaken for basal cell car- 


einomas or aetinie "keratóses. Like- 


wise, the pathologie diagnosis ren- 
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Histologically, li- 
chenoid features prevailed, often indistin- `. 


dered is commonly nonspecific or de- 
seriptive, despite the lesion's rather 


E characteristic histologic features.. 


“Jt is the purpose of this article to 


familiarize the. clinician and the der- 


matopathologist with the morphologic 
and histologic characteristics of li- 


. chenoid keratosis, which warrant a 
firm clinicopathologic diagnosis. 


MATERIALS 


Forty-three histologic specimens. ‘match- 
ing the established diagnostic criteria: of 
BLK'* were culled. from the dermatopa- 
thology files of the Letterman Army Med- 
ical Center Dermatology Clinic, San Fran- 


-cisco I saw at least ten patients with BLK 


personally. Clinical and. patient data as 
well as the pathologic diagnoses were tabu- 
lated: from. theofficial pathology. reports. 
All 43 specimens were studied for the 
following histologic. features: those. of 
hyperkeratosis, parakeratosis, hypergran- 
ulosis, acanthosis, epidermal atrophy, epi- 
dermal cellular dysplasia and dyskeratosis, 
spongiosis, and hydropic degeneration; 
microbulla formation, colloid bodies, pig- 
ment incontinence, band-like inflammato- 
ry infiltrate, composition of the infiltrate, 
and hemorrhage: 


RESULTS 
Clinical Features 


Of 40 patients, 39 were white and 
one was Oriental; 24 were men and 16 
were women. The average age of the 
patients was 58. years (range, 36 to 75 
years): 

Three patients had two lesions 
while 37 had a single lesion. The aver- 
age duration of the lesion in 24 


patients was 8.5 months (range, one to: 


120 months). Two patients reported 


.'atoti 


slight pruritus as. the only symptom, 


-while others were asymptomatic. 


. The distribution of the lesions was 
as follows: hand, four; forearm, six; 
upper part of arm, five; neck, three; 
shoulder, six; face, seven; back, three; 
chest, four; and leg, five. 

Approximately. 70%. of BLK lesions 
occurred on sun-exposed skin. . 

The ‘suspected clinical diagnosis 
encompassed the following wide 
range of lesions: basal cell carcinoma, 
ten cases; actinic keratosis, eight 
cases; Bowen’s disease, six cases; 
seborrheic keratosis, five cases; BLK, 
three cases; and porokeratosis, two 
cases. The remaining patients. were 
accorded diagnoses such as lichen sim- 
plex chronicus, dermatitis, and squa- 
mous cell carcinoma. |. 

The findings of the lesiona. on per- 


‘sonal examination, or as they were 


recorded inthe patients" histories, 


were as follows: BLK occurred typical- 


ly as a single lesion’5 to 20 mm in 
diameter. Generally, it was a slightly 
indurated, plaque-like lesion that var- 


Jed from bright red to dirty brown and 


occasionally was violaceous. Its some- 
what. waxy. appearance probably aec- 


‘counted for the frequent clinical diag- 


nosis of. ‘basal cell carcinoma, but ero- 


sions, a pearly border, or clinically 
visible. telangiectasias were lacking. 
The lesion was sharply demarcated, 


and its surface was smooth, slightly 
verrucous, occasionally sealy, and ker- 
Infrequently, it had the typical 
appearance of an isolated lichen plan- 








tive of Wickham’s striae. In contrast 


Py 
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sd 


us papule; ie, somewhat polyangulara 
and violaceous with changes sugges- Wie 


to lichen planus, however, BLK 
occurred singly and was asymptomat- 
ic. Figures 1 through 3 illustrate the 
clinical morphologic appearance of 
BLK. 


Histopathologic Features 


Despite the clinically variable ap- 
pearance of BLK, the histologic pic- 
ture is rather monotonous. In my 
patients, the epithelial changes con- 
sisted uniformly of mild to moderate 
hyperkeratosis (Fig 4) with focal, at 
times prominent, parakeratosis in 16 


cases and irregular acanthosis (Fig 4) 
with focal atrophy in seven cases. 
Mildly dysplastic keratinocytes were 
noted in three cases, while dyskeratot- 
ic keratinocytes with pyknotie hy- 
perchromic nuclei, especially in the 
lower Malpighian layers, were seen in 
15 cases. Hydropic degeneration of 
the basal cell layer was moderate 
except in one case where there was 
microvesicle formation. Colloid or Ci- 
vatte bodies were prominent in the 
papillary dermis and at the dermoepi- 
dermal junction in 85% of the biopsy 


specimens (Fig 4). Pigment inconti- 
nence was seen in most cases in the 
typically band-like inflammatory in- 
filtrate abutting onto the basal layer 
(Fig 4). The infiltrate consisted most- 
ly of lymphocytes and histiocytes (Fig 
4). Eosinophils were observed in 25% 
of the cases, while plasma cells were 
distinctly uncommon. In nearly half of 
my samples, mild to sometimes mod- 
erate subepidermal erythrodiapedesis 
was noticeable. Solar elastosis of mild, 
occasionally moderate, degree was 
observed in half of the cases. 


Fig 1.—Benign lichenoid kerato- 
sis of digit is compatible with 
appearance of Bowen's dis- 
ease. 


Fig 2.—Larger benign lichenoid 
keratosis lesion on dorsum of 
wrist mimics seborrheic kerato- 
sis. 





Fig 3.—Benign lichenoid keratosis lesion 
on upper part of chest is morphologically 
consistent with lichen planus lesion. Note 
changes suggestive of Wickham's striae 








Fig 4.—Left, Hyperorthokeratosis, prominent granular layer acanthosis, liquefaction degeneration of the basal layer, Civatte 
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and characteristic color. 
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magnification x 100). Right, Same as left at higher magnification allowing identification of several Civatte bodies, hydropic 
degeneration and pigmentary incontinence, and lymphoid infiltrate (hematoxylin-eosin, original magnification x 200). 


e bodies, and band-like, “hugging” round-cell inflammatory infiltrate quite typical of lichen planus (hematoxylin-eosin, original 
- 
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be suspected at low-power microscopy. 
Higher magnification serves only to 
"differentiate BLK from lichen planus, 
lichenoid actinic keratosis, Bowen's 
2. disease, and lupus ‘erythematosus. 
= Nevertheless, the correct pathologic 
diagnosis of BLK was made in only 


. diagnoses included lichenoid dermati- 
tis (eight), aetinie keratosis (seven), 
benign keratosis (five), lichen planus 
(four), and lichenoid seborrheic kera- 
tosis (two). In seven cases, only a 
descriptive report was submitted. 


COMMENT 
Benign lichenoid keratosis is a fair- 


plaque-like lesion. fréquently mistak- 
en for basal cell carcinoma, Bowen's 
disease, and actinic or seborrheic ker- 
atosis because of its variable clinical 
appearance. Although at times it may 
manifest itself morphologically as a 
classic lichen planus lesion, the clini- 
“eian fails to. make that diagnosis 
because it lacks pruritus and the mul- 
tiplicity of symmetrically arranged 
papules or plaques. 

The causes of BLK are unknown. It 
is tempting to speculate that actinic 
radiation may be responsible for the 
induetion of BLK because. it occurs 
predominantly in white persons, in 
persons of older age groups, and fre- 
. quently in sun-exposed and, at times, 
' sun-damaged skin. On the other hand, 
BLK has occurred on non-sun-exposed 
Bites, eg, buttocks, thighs, and penis. 
It is seen rarely in black persons, in 
young patients, and in individuals 
without evidence of actinic damage? 


* 
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(7o The histologic picture of BLK is so a 
characteristic that the diagnosis can ^ 


seven cases in my study, while-other- 


ly common asymptomatic, isolated, 





on the face and forearms, would be 
expected, 

Because of its histológie similarity 
to lichen planus and lupus erythema- 


* tosus, immunologie mechanisms may - 


be responsible for the induction of 
BLK. In both diseases, deposits of 
immunoglobulins at the dermoepider- 
mal junction or in the dermal papillae 
can. be demonstrated by direct: immu- 
nofluorescence microscopy studies in a 


high percentage of cases. In both con- 


ditions; colloid or Civatte bodies usual- 
ly abound at the dermoepidermal 
junction and in the papillary dermis, a 
feature of BLK mentioned only brief- 
ly -by Shapiro: and. Ackerman, but 
observed in 85% of the cases in this 
series. It would be interesting to study 
BLK by direct immunofluorescence 
microscopy to. see whether there is 
evidence for a possible immunologic 
pathogenesis. 


Although BLK might be actinically | 


caused, it is not identical with actinic 
or solar keratosis because the epider- 
mal maturation. appears normal and 
features of careinoma in situ, eg, ma- 
lignant dyskeratosis, atypical mitoses; 
multinucleated epidermal cells, kera- 
tinocyte pleomorphism, hyperchroma- 
tism, or disproportionate nuclear- 
cytoplasmic ratios, are conspicuously 
absent. Furthermore, no cases of basal 
cell or squamous cell carcinomas aris- 
ing in or adjacent toa BLK have been 
reported by others or were observed 
by me. In my series, approximately 
70% of the. patients had ‘histologic 
changes of solar elastosis adjacent to 
BLK. They appear to be coincidental 
to location of the lesion in sun-exposed 





skin, Special stains including PAS, 






If solar radiation was causally impor- 
tant, multiple lesions, predominantly 


colloidal iron, and Movat's penta- 
chrome did not contribute any impor- 
tant information in 40 specimens 


-examined by Scott and Johnson. 


Despite its rather characteristic his- 


'tologie appearance and the provision 


of the necessary clinical information 


of a solitary lesion, the pathologic 


diagnosis of BLK was made initially 
in only seven of my cases. In 15 speci- 
mens, a description or a diagnosis of 
liehenoid dermatitis was made, while 
the remainder included diagnoses of 
benign keratosis, actinic keratosis, 
lichen planus, and lichenoid seborrheic 
keratosis. This is probably attribut- 


“able to the fact that the general 


pathologist is unaware of the BLK 
lesion or to failure to correlate the 
pathologic. changes with the clinical 
data. 

Clinically and pathologically, BLK 
is an interesting, frequently misdiag- 
nosed, ‘Solitary, asymptomatic lesion 
occurring. in. middle-aged and older 
white persons. Although it frequently 
localizes in ‘sun-exposed areas, actinic 
causation is unlikely. It lacks the his- 
tologie features of carcinoma in situ 
and its prognostic implications. 
Therefore, the descriptive term “be- 
nign lichenoid keratosis” is appro- 
priate. 
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p "following preparation the solution . 


Solutions and Ointment 


: Prolonged Stability and Biological Activity 


J. Richard Taylor, MD; Kenneth M. Halprin, MD; Victor Levine; T. Aoyagi, MD 


* Solutions. of mechiorethamine hy- 
drochloride used to treat patients with 
mycosis fungoides and psoriasis are sta- 
ble for many months, especially when 


, they are. retrigerated. This fact should 


make: the use of this treatment more con- 
venient. ‘On the other: hand, the risk of 
cancer induction from ‘such’ use should be 


v . appreciated. - 


.. (Arch Dermatol 1 116: 783-785, 1980) - 


opieal use of mechlorethamine 

hydrochloride is one of the stan- 
dard treatments for mycosis fun- 
goides' and for psoriasis; It is effec- 
tive in some cases, but about half of 
the patients treated become allergic to 
the drug.’ It is usually prepared by 
dissolving the contents of a commer- 
cially available nitrogen mustard: vial 
containing 10 mg of mechlorethamine 
hydrochloride in 50 mL of tap water 


and applying the solution to the total: 


body surface once a day.‘ The insert 


: : E that accompanies the vial of mechlore- 


thamine hydrochloride states that 


should be used immediately,” and the 
same instructions are given in articles 
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concerning the topical use of mechlor- 
ethamine hydrochloride. This require- 
ment necessitates the use of a new 


vial of mechlorethamine hydrochlo- 
ride for each treatment, which makes 


treatments expensive and inconve- 


nient and thereby restricts the use of 


mechlorethamine hydrochloride. We 
have been aware for some time that 
solutions and other preparations con- 
taining mechlorethamine hydrochlo- 
ride càn retain their activity for many 
months. With recent disclosure of the 
fact that ointments containing mech- 
lorethamine hydrochloride are being 


used clinically’ and of the long-term - 


effects of sulfur mustard on skin,’ we 
thought it prudent to document the 
preservation of the biologic activity of 
these preparations. 


METHODS 


The alkylating activity of mechloreth- 


amine hydrochloride can be measured by a 
standard colorimetric assay.” We have used 


this. assay to. determine the stability of 
“various preparations of miechlorethamine 
“hydrochloride stored at room temperature 
and refrigerated for different periods of: 
“time. In- one. experiment (experiment A, 


Fig 1) separate solutions of miechloretha- 


mine hydroehloride were prepared Gmg 


50 mL of water) and stored refrigerated 
and at room temperature (approximately 
25.*C) for various periods of time and all 
were assayed together. In another experi- 
ment, (experiment. B, Fig 1) 10. mg of 
mechlorethamine hydrochloride in:50. mL 
of water was prepared and assayed at 
various times following preparation. This 


 Mechlorethamine Hydrochloride 


solution was kept at room temperature. 

The ointment and solutions used were also 
assayed after storage at refrigeration and 
room temperatures for varying: “periods 


(Fig 2). 


- For patch testing, 50 abot eich solution. 


was applied to a disk of aluminum test tap 
and applied. occluded for 24 hours; the 


results were evaluated at 24 and 48 hours. 
- Explants of pig skin** were grown for 
three days at 37 °C in a tissue culture 
medium and cultures with veoiáparabls out: 
growth were selected. The culture medium 


"was replaced with medium containing 10 


p/m of each of the aged mechlorethamine 


" hydrochloride solutions and the explants 


were allowed- to grow an additional 24 
hours. Ten: individual explants: were used: 


^for each preparation and. as controls: The 


results were averaged for illustration in 
Fig 3. i 


RESULTS 


.It.ean be seen from Fig 1 that 
mechlorethamine hydrochloride solu- 
tions kept in the refrigerator retained 
almost full activity for at least eight 


"C qonths. Solutions kept at room tem- 
. perature lose approximately 5085 of 
‘their activity in one to two months. 


Using the same method, we have also 
determined the alkylating activity of 


“mechlorethamine hydrochloride ‘oint- 


ments (10 mg/50 g of petrolatum) and 
mechlorethamine ‘hydrochloride’ solu- 
tions (10 mg/50 mL of water) aged for 
various. periods refrigerated and at 


room temperature. The results of this 


experiment are shown in Fig 2. Oint- 
ments retain “alkylating | activity 
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Fig 1.~Comparison of loss of alkylating 
activity of solutions of mechlorethamine 
hydrochloride stored. at room temperature 
(experiments A and B) with solution stored 
refrigerated (experiment A). 
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Patch Test Results ir ina | Patient Sensitive | 


to Mechlorethamine Hydrochloride 
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ional s nating material from the 
monofunctional intermediate product. 
The final product. has been shown to 
be without activity.” 

It is obvious that refrigerated prep- 
aratio "mechlorethamine hydro- 
chloride retain their activity chemical- 
ly for many months. To determine 
whether they remain biologically ac- 
tive for a similar period of time, the 
sol tions used. in experiment A 
.l were applied as standard 
h tests to an individual known to 
allergie to. mechlorethamine hy- 
'hloride. The results are shown in 
: the Table and substantiate the ehemi- 
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logic tolerance. Cancer 32:18-30; 1973. 
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: amine in a nonpolar vehicle: The hepa: 
ie value i dn psoriasis. Presented at the American 


‘ch Dermatol Vol 116, July 1980 


: and again documents the long-term. 
activity of these solutions. The solu- 





cal analysis: of alkylating acti 
Solutions kept at room temperature 
were capable of eliciting a positive. 
reaction for approximately.one month 

while those that had been refrigerated 

„were active for at 


months; 
Since the action. of mechloretha- 
mine hydrochloride molecules in caus- 
ing delayed hypersensitivity may not 


correlate. with their action in-vivo.on- 
cell proliferation, we also tested mus- 
tard solutions on explants of pigskin: 

















in vitro. Figure 3 shows the outgrowth 


in microns per day and the percentage’ 


of inhibition compared to the.control 


tion kept at 0 °C for seven months 
(206 days) inhibited outgrowth: by 
90%. Solutions kept at room tempera- 


. ture (25 °C) and that originally inhib- 


ited the outgrowths by 98%.(0 days) 
still exhibited 95% inhibition on day 12 
and over 70% inhibition over the suc- 
ceeding months up to 206 days. 


Finally, we have applied solutions of ` 


fresh and refrigerated aged mechlor- 


ethamine hydrochloride (10  mg/50. 


mL) to symmetric plaques of psoriasis 


in a patient and demonstrated identi- 


cal results in clearing these lesions 


even after ten months of refrigera- 


tion. 
COMMENT 


From the above, it is clear that . 


mechlorethamine hydrochloride solu- 
tions retain activity for long periods 
when refrigerated. In addition, mus- 
tard prepared in ethyl alcohol, propy- 
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Risks of Unoceluded Topical Steroids _ 
in Clinical Trials. 
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vere reviewed on the beneficial priate and unreasonable for most pre- ^ company using its own. and competi- 
es and adverse reactions among marketing clinical trials, since it. tive topicalsteroids. ^. : 
n 14 paired-comparison includes reactions caused by long- ` DATA nbvibr 
term use or abuse, or those that are 
aggravated by occlusion. Human clini- ~ ' 
cal trials usually run from one to six nuce eto 
weeks, in most cases, only two to three trials. The trials involved ei 
weeks. Prospective volunteers for ticosteroids i in various form 
.. such short-term trials often decline to sions, ointments, and. gel 
(033), itching. participate when confronted with a. (placebo) controls applie | 
o. 81%), dryness — long list of adverse reactions. There- sion. The original reports were submitted 
e and veslcje ftor- fore, to check the appropriateness of to the Food and Drug Administration. t 4 
current informed consent form re- Support new drug. upptirations and pos : 

quirements for adverse reactions, I marketing claims. 
have reviewed several short-term, The corticosteroids listed i in Table. were: 


sut ts (0. 17%) terminated prospective, controlled drug trials and crate in the trials. Beh ees da ; ; 
ea arly because of adverse reac- tabulated the number of. beneficial 2/103 patients (95%) on at least 
is. Th incidence. of adverse reactions responses and adverse reactions. The ^ the body. 


o vehicle alone was 6.7%. The benefit- — trials were conducted by one drug Table 2.shows the: trial dur: on pe 
sk ratio for mild reactions. was 17:1. 


Therefore, long lists ot adverse reactions 
re nappropriate in written consent forms 
) pective volunteers for’ clinical - 
als An iterative warning statement is 


"The data collated: here wi 
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Study reported twa, patients with psoriasis 
10 developed striae, one while receiving beta- 
ate'gel and one while receiving 


jel applied to psoriatic lesions | 


times a day for three weeks. it was not 
le to confirm: occurrence of reactions. 
um of Fen dad values. 4.4.is actual total. 


of spon and number of 
ents. Each of the 2,849 patients 
a different compound on the right 
left de of the body, thereby exposing 
to risk. 
he original data were collected on stan- 
dard case report forms for psoriasis, atopic 
| dermatitis; and other ;Steroid-responsive 
dermatoses. In.this review, moderate and 


-.,. excellent improvement. or clearing of the 


paired, symmetrical lesions selected for 

aluation were. classified as beneficial 

sponses to therapy. Moderate improve- 

t in the studies was defined as "the 

; lesion clearing to the point of small scat- 

tered papules: (or ‘macules) with normal 
epidermis: intervening." 

he choice of adverse reactions listed on 

port forms included none, stria, 

secondary infection; miliaria, irri- 


s irritation waso. 


t and showing 


‘edema, and 
If a patient 


| comp! ed of a i reactio on both sides, this. > 


ies of ipis fd ep, "too messy, ^ "slow i 


g” “difficult to Paman were gmit- 


RESULTS 


849 patients was studied 
ift 


_ Stoughton’ ^ 
..Polency Classification - : 


Oinimeni - 


female patients and 80% were white. . 
The diseases treated in the trials 
included psoriasis vulgaris (1,145 pa- 
tients), atopic dermatitis (859), eezem- 
atous dermatitis (413), contact derma- 
titis (307), seborrheie dermatitis (67), 


and lichen planus (58). The mean age | 


of the patients with psoriasis was 44.8 
years (ranging from 3 to 89 years) and 
the mean age for patients with atopic 
dermatitis was 22.8 years (ranging 
from 2 to 77 years). Not all of the 
summary reports contained mean age 
data for each disease. Children under 
10 years of age comprised about 8% of 
the population studied. 

Moderate to excellent improvement 
or clearing of the monitored lesions 


occurred in 76.3% of the participants - 


who used any of these steroids. A 
beneficial response was seen in 62.5% 
of the patients with psoriasis and 
86.9% of the patients with atopic der- 
matitis. 

A total of 249 (4.4%) subjective and 
objective local adverse reactions was 
reported. No severe (life-threatening) 
local or systemic reactions occurred, 
No systemic effects were observed or 
mentioned but no laboratory exami- 
nations were performed. The number 
and percentage of reported local 
adverse reactions are listed in Ta- 
ble 3. 

Of 1,576 exposures in patients with 
psoriasis, 101 (6.4%) adverse reactions 
were recorded. These included irrita- 
tion, 35 (2.2%); itching, 34 (2.2%); and 
dryness, 19 (1.2%). Sixty-three (8.9%) 


of these reactions occurred in one 


study of gel formulations involving 
670 exposures (Table 4). No patient 
with psoriasis withdrew from any 
study because of adverse reactions. Of 
1,026 exposures in patients with atopic 
dermatitis, only 82 (8.1%) adverse 


tation, ‘seven - (0.6%); burning,. six 


865 


four. (0. 4%). None of these p 
withdrew from the trial: 

i “patients, the reactions w 
and disappeared during th : 
the trial despite continuation 
medication. For. instance, | 
patients ‘involving 2 
sides, 50 (2.4%). patie 
complaints (1.5 reaction 
Forty-seven (63.5%) of thes 
were transient and disappeared du 
ing the course of treatmen 

Whether the steroi 

low potency. slightly i 
percentage ` of advel 
(<15%), but the g 


and dryness) than the c 
ments, respectively 9 
15% (Table 4). 


Boy Twaney ities ys TW). of 
patients had adverse reactions t 
vehicle. These included irritat n, 
(3.8%); pruritus, four (1.2%); ani | 
ness, two. (0.695). No patient withdre 
because of adverse reactions. 


patients (0.2%) terminated th 
ment prematurely because of a 
reactions. Three of these 
were in. an-atopic der 

One eee irritat 


after two. weeks. The ‘third | pa en 
had an allergic reaction to haleinonic 
and fluocinonide creams by the fourt 
day of EU PI. Patch t 


` reactions occurred. They included irri- - 


(0. 6%); dryness, two (0.2%); miliaria, . “te 
TR five (0. a and secondary infection, 





ng ata rie of 0.1% (1:1,000). Of the- 
rse reactions. tabulated in this. 


review, only a few occurred at-a rate 
out 1% {E 100: These included 


(0. 81%). 
_ adverse reactions ‘listed in 


idered part of the disease process 
self, as in the case of miliaria and 


Rer in 343 patients sug- 
that a steroid in a formulation 
he. number of mild reactions 


oe vehicles re ‘pot plápebos 


ovali ated patients receiving - 


Fa (39%) of 94 


cellent improveniont when re- 
ing the vehicle. 

Although the studies reviewed here 

only" two to three; weeks, the 


boards i in San the requi 
E. -for written consent forms fo 
' types of clinical studies. The risk of 
severe reactions Was found. to be us 
Zero. 


On the basis of this review, I submit 
that the following fair and reasonable 
warning be given to à potential volun- 
teer who is asked to apply a new 
corticosteroid without occlusion to his 
dermatosis in a short clinical trial: 


Experience. has shown that reactions to 


. new experimental steroids are rare, mild, 


and usually transient, disappearing during 


| the course of treatment, Up to 1% of the 


patients may experience irritation, itching, 
or burning when they apply a steroid 
cream or ointment to their skin lesions. A 
few persons may develop dryness, scaling, 
or tiny vesicles (water blisters) in the skin 
lesions. 


Of course, the studies reviewed do 
not represent all experimental situa- 
tions. Patients in different. age 
groups, for example, might be subject 
to higher risk. The statement sug- 

gested above may need to be modi- 
fied, depending on the diseases 
involved, the body sites treated, the 
length of the trial, and whether or not 
occlusion is used. The scalp and acne- 
prone areas, for example, may develop 
acneform lesions, pustules, or folliculi- 
tis (perhaps all the same basic lesion). 
Intertriginous areas are prone to 
striae. Atrophy (an adverse reaction 


tributed. The: benefit 
encountered by. others . 
trolled studies in these “conditi 


In particular, further data ar 

to determine the effects of occlusion 
and to: identify subgroups prone t 

higher risk. : 


Greg Gabriel provided editorial assistance. 
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and Charcot-Marie-Tooth Disea: 


como Rabbiosi, MD; Giovanni Borroni, MD; Paolo Pinelli, MD; Vittorio Cosi, MD 


oplantar keratoderma (PPK) 
Marie-Tooth disease (CMT) 
members of a family in five gener- 
3. Clinical, genealogic, electroneuro- 


hysiologic, chromosome, urinary amino 


acid, and histopathologic studies were 

rmed to define the two entities, Char- 

rie-Tooth disease occurred with 

advancing age in all of the members with 

n none without PPK, Palmoplàn- 

ratoderma and CMT appear to be 

ically associated and transmitted as 

autosomal dominant trait. This is the 

first report, to our knowledge, of an asso- 
ciation between PPK and CMT. 


Y he varieties of palmoplantar kera- 

L toderma (PPK) are classified 
ccording- to their clinical features, 
the presence or absence of associated 
ets, and their mode. of. inheri- 

al de Meleda and Papillon- 

e syndrome are the most severe 
s of diffuse PPK with associated 
They are transmitted as a 

ait. Thost-Unna syn- 

the most common form of 

. It is transmitted as a 

dominant trait, usually without other 


. Associated disorders. However, an 


sociation with esophageal carcino- 

ma was reported by Howell-Evans et 

al! and by Shine and Allison.’ More- 

. over, ten cases of hereditary progres- 

sive perceptive hearing loss and PPK 

in one family within four generations 
ere reported by 'Bititei. 

harcot-Marie-Tooth disease (CMT) 

e neurogenic muscular 

atrophy involving the distal part of 

The patients complain of 

ess in the lower extremities and 

ave a gait abnormality. It isa famil- 


al. disorder. Decrease . 
ft eflexes and some objective | 


sensory loss are. frequently found. 


There is commonly a deform ty of the 


^ different 


feet (usually pes cavus). 

In this report, a clinical and familial 
condition is described in which two 
diseases, diffuse PPK 
(Thost-Unna type) and CMT, are 
strictly associated and transmitted as 
an autosomal dominant trait. 


REPORT OF CASES 


This study was initiated when PPK was 
found in a 52-year-old man (111-2) who was 
admitted to the Department of Internal 
Medicine at the University of Pavia, Italy, 
for arterial hypertension, cerebral stroke, 
and chronic bronchitis. History disclosed 
that thickening of the skin over the palms 
and soles had first been noted at the age of 
2 years. When the acute central symptoma- 
tology cleared, other neurologic abnormali- 
ties persisted that were considered to be 
due to a peripheral disease. According to 
his wife, the patient had had progressive 
gait diffieulties, weakness in the legs, and 
stumbling since the age of 40 years. The 
neurologie examination results showed 
moderate atrophy of the forearms and 
hands and marked amyotrophy of the low- 
er limbs. Weakness and paresis of all move- 
ments of the feet and legs were present. 
All tendon reflexes were absent. Electro- 
myographic examinations showed evidence 
of marked fibrillatory activity in the legs; 
motor unit potentials in the intrinsie mus- 
cles of the hands were increased in dura- 
tion and amplitude. Motor conduction ve- 
locity in the median and ulnar nerves was 
41 to 42 m/s on the right side and 37.2 to 
38.2 m/s on the left (lower limit of normal, 
49 m/s); no voluntary or evoked activity 
was demonstrable in the feet and legs. 

The skin showed uniform hyperkeratosis 
confined to the palms and soles. The bord- 
ers were well defined. On questioning, the 
wife mentioned that other family members 
had PPK and neurologic abnormalities as 
well. The patient's family tree is shown in 
the Figure. The clinical and electroneuro- 
physiologie data in family members are 
summarized in the Table. A study of the 
pedigree shows that four members in gen- 
eration III showed PPK and clinical evi- 
dence.of CMT. Three members in genera- 
tion IV showed PPK, but no clinical evi- 
dence of CMT. However, in two of them, 
éleetroneurophysiologic abnormalities 
were detected. In a member of generation 


' V, PPK was present as well. 


-Two additional members, in generations 


-I and II, respectively, were said to be 
affected: with PPK and paralysis, In none 
of the cases was there evidence of corneal = 


granular layer, and granular: 
degeneration of the Malpighian la 
demonstrated. ' MY UR 


` COMMENT 


ly-onset, dominant type. 
keratosis was uniformly 
well-defined border 

the palms and soles. His log 
nation showed the same type 
ular degeneration in 


upper Malpighian layers 


their cases of PPK. © 
The muscular atroph: 
lower extremities, wit 
weakness in the legs, pro 
difficulties, and stumbling. In no. 


by Klaus et.al’ and Orbaneja e 


Pedigree of report 


_ Rotes propo 


moplantar keratod. 





re the fifth decade of life. 
tients had their first symp- 
| a much later period of life 


f CMT have been recognized 
rent classifications have 
osed.'" On the basis of our 
d electromyographie find- 
Case could be classified as 


posed by Dyck." In this type there 
i hypertrophy of nerves and only 
ld reduction of conduction velocity 


LL. Greither A: Erbliche palmoplantarkeratos- 
| Hautarzt 28:395-403, 1977. 
(5; 2 Thost.A: Uber erblicke Ichthyosys palmaris 
ma panes: cornea, thesis, Heidelberg, 1880, 
Unna PG: Uber das keratoma palmare et 
"plant: € haereditarium. Viertel Dermatol Syphi- 


may be present. 

Late onset is considered typical of 
the neuronal type (HMSN IT).? Cases 
are known to exist in which clinical 
evidence of the disease emerged after 
the sixth decade of life.” The determi- 
nation of conduction velocities is con- 
sidered a valuable method for identi- 
fying carriers of the disease trait in a 
family.'* 515 

A marked reduction of the conduc- 
tion time (to 20 to 25 m/s) is usually 
observed in patients affected with 
HMSN I, the hypertrophic type of 
CMT disease, which is characterized 
by hypertrophy of nerves. A marked 
reduction of motor and sensory con- 
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had: normal 
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in peripheral nerves and the 
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However, evidence of fit 
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oür patients Me -2, IV-3, and. X 


ease. On the contra, in. 
als who were not affected 
no electromyographie ‘abnormalities i 
were demonstrable. It must be empha-. 
sized that all the family members who 
showed evidence of CMT or electro- 
myographie alterations were 

with PPK as well, and no. memb: 
without PPK showed evi 


valuable clinical Mur. 
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Perineural Invasion by Keratoacanthoma 


LTC Nikolajs A. Lapins, MC, USA, Elson B. Helwig, MD 


* In 18 examples of keratoacanthoma, 
the -proliferating squamous epithelium 
histologically invaded the  perineural 
Space. The invasion did not adversely 
affect the biologic behavior and the prog- 
nosis. 

(Arch Dermatol 116:791-793, 1980) 


AA hethar or not the invasion of the 
perineural space by neoplastic 
cells is a histological sign of malignan- 
cy has long been debated by patholo- 
gists. Among the numerous specimens 
of keratoacanthoma contributed to 
the Armed Forces Institute of Pathol- 
ogy (AFIP), Washington, DC, an occa- 
sional lesion not only showed the typi- 
cal histological appearance of keratoa- 
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oF ig 1.—Cross section of keratoacanthoma. Perineural invasion 
(arrow) at base (case 9) (AFIP Neg 78-4387; hematoxylin-eosin, 
) 


9» x 15). 
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canthoma, but in addition showed 
perineural invasion. Since this dis- 
turbing histological finding in this 
ultimately benign condition is not 
clearly resolved in the literature, we 
undertook this study to determine the 
significance of perineural invasion in 
keratoacanthomas. 


MATERIALS AND METHODS 


Several examples of keratoacanthoma in 
the files of the AFIP were coincidentally 
coded as showing perineural invasion. Ten 
of these cases showed this feature to an 
acceptable degree with tumor epithelium 
intimately involving a nerve, either by 
completely enveloping it or by coursing 
immediately adjacent to the nerve (Fig 1 
through 6). In addition, the slides of 200 
consecutive cases of keratoacanthoma on 
file were systematically reviewed for evi- 
dence of perineural invasion. From this 
examination, an additional eight cases 
showing perineural invasion were ob- 
tained. 

The clinical data from the 18 patients 
were tabulated and follow-up information 
was obtained from the patient and the 
patient's physician. 


RESULTS 


The clinical data accompanying the 
biopsy specimens and the follow-up 
information obtained are summarized 
in the Table. 


e 


x 150). 


Cab. TT. i6 


Sixteen of the 18 patients were 
men. All but one of the keratoacantho- 
mas were located on the head, and the 
nose was the most common site, with 
five involvements. 

Consistent with the usual history of 
keratoacanthoma, nearly all of the 
lesions were present less than three 
months at the time of biopsy. 

The involved nerves were arbitrari- 
ly classified as small (0.04 to 0.05 mm 
in diameter) medium (0.06 to 0.10- 
mm), and large (greater than 0.11 
mm). In ten cases, the involved nerves 
were small; in four cases, medium; and 
in four cases, large. With the excep- 
tion of the two of the large nerves, 
nerve involvement by tumor was not- 
ed only in the dermis. 

Treatment of all but two of the 
tumors was excision only. In the two 
exceptions, the use of additional treat- 
ment was apparently prompted by 
alarm at noting the perineural in- 
volvement. 

Follow-up information from three 
to 12 years was available for two 
thirds of the patients. No recurrences 
or metastases were reported. 


COMMENT 


Janecka et al' recently reported six 
cases of keratoacanthoma showing 





o^ — “Sit? ash seed,” J; s 


Fig 2.—Base of lesion in Fig 1. Nerve surrounded by squamous 
epithelium (case 9) (AFIP Neg 78-4510; hematoxylin-eosin, 
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Fig 3.—Segment of keratoacanthoma. Perineural invasion (arrow) 
within lesion (case 5) (AFIP Neg 79-11209; hematoxylin-eosin, 


x15). 





dinal section with perineural involvement (case 2) (AFIP Neg 
79-11211; hematoxylin-eosin, x 60). 


perineural invasion, and a follow-up 
period of four to eight years did not 
indieate complications following com- 
plete excision. 

Pinkus and Mehregan? mentioned 
in their textbook that in keratoacan- 
thoma, “invasion of blood vessels and 
neural sheaths in the subcutaneous 
tissue may occur.” Wade and Acker- 
man,’ although not citing data, state 
that “perineural involvement may be 
seen in keratoacanthomas as well as in 
squamous cell carcinomas and there- 
fore is not a differentiating fea- 
ture.” 

Glazunov,‘ in 1961,'in discussing 

* 
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malignant and benign forms of mol- 
luscum sebaceum (keratoacanthoma) 
of the lower lip, regarded spread of 
tumor along the perineural spaces as a 
reliable sign of malignant degenera- 
tion. Of the two examples of so-called 
malignant molluscum sebaceum in 
which he specifically described the 
finding of perineural invasion, how- 
ever, the ultimate proof of malignan- 
cy was not provided since metastases 
had not occurred. 

Traditionally, perineural invasion is 
considered to be a feature of malig- 
nant rather than benign growths. For 
example, in the prostate gland, inva- 





Fig 4.—Cross section of perineural involvement in stroma seen in 
Fig 3 (case 5) (AFIP Neg 79-11210; hematoxylin-eosin, x 160). 





Fig 6.—Detail of perineural involvement seen in Fig 5 (case 2) 
(AFIP Neg 79-11212; hematoxylin-eosin, x 160). 


sion of the intraprostatic perineural 
spaces is considered the most reliable 
pathologic evidence of the diagnosis 
of carcinoma.’ On the other hand, 
there is evidence that this feature is 
not uniformly a reflection of malig- 
nancy. Taylor and Norris* demon- 
strated that the benign but proliferat- 
ing epithelium of fibrocystic disease 
of the breast can at times impinge on 
the nerve or perineural spaces without 
adversely affecting the patient's out- 
come. They stated that the presence of 
perineural invasion in lesions of tle. ` 
breast was insufficient evidence on 
which to base a diagnosis of cancer. ~~ 
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Time of Biopsy _ 
: Several months i 


Several weeks : 


. Ala * Several weeks 
t. Dorsum of nose 
. Forehead: 
Forehead 
Upper tip 
Anterior part of 
neck. 


Circumocular 
; area 


‘NA indicates information not available. 


he exact nature of the perineural 

is of interest in this discussion. 

er thoughts considered the space 
around a nerve to be of lymphatic 
origin, but this concept has been ques- 
ed, A detailed study- by Rodin et 
ovided convineing evidence that 
erineural space is not composed 
atics but is instead an area of 

little tissue cohesion. 

planation is supported by 
cancer of the cervix and of 
state, where invasion of the 
pe ira space is a prominent fea- 
re but is not associated with 
creased lymph node metastases.*-'^ 
t Several authors believe that espe- 
. cally: in the prostate, the spread of 
carcinoma around nerves merely rep- 
resents the tendency of a tumor of low 
malignant potential to follow planes 
ast resistance rather than. the 
jility to produce metastases. Con- 
ntly, NTA the presence . of 


rn Pathol. 4342-348, 1978. : 
5 Mebregan. AH: A te Der- 

fe , Appleton- 

Tp 516. í 

: TR, Ackerman AB: The many facesof . 

E keratoacanthoma. 7 Dermatol Surg Oncol:4 :498- 


Several weeks- 


Follow-up ; 
i ; With No 
Treatment 


“Excision 
‘Excision and radia- 
tion : 
Excision 
Excision 
Excision 


Excision with radical 
neck dissection 


“Excision 
Excision 
Excision 


Excision 
“Excision 
Excision 


Excision 
Excision 
Excision 


establish the diagnosis of malignancy, 
this finding is not regarded as having 
prognostie significance.” 

Our findings in keratoacanthoma 
are in keeping with this evaluation. 
Keratoacanthoma is a tumor that, for 
a period of time, has proliferating and 
locally expansile features. Since we 
have no reason to believe that the 
perineural space offers ^ more 
resistance than the adjacent stroma, it 
is not surprising that the proliferating 
epithelium of keratoacanthoma may 
occasionally involve this space. Addi- 
tionally, since this space apparently 
does not represent lymphatic space, no 
change in metastatic potential need 
be expected. 

A similar situation may exist in 
verrucose carcinoma, a locally aggres- 
sive, nonmetastasizing variant of 
well-differentiated squamous cell ear- 
cinoma. Demian et al" reported peri- 
neural invasion in a verrueose carcino- 
ma.of the oral cavity. The patient was 
free of tumor six years after treat- 
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* Verrucous carcinoma, a. variant. of 
squamous cell carcinoma, is recognized 
a distinct clinicopathologic entity. It 
urs principals in three anatomic sites: 


ivi basses Mohs' chemosurgery is 
oposed. as the treatment of choice. In 
his way, total tumor ablation is obtained 
ith maximum: preservation ‘of normal tis- 
3 structure and function. 

: aren, Dermatol 116:794-797, 1980) 


'errueous » carcinoma was first 
' described in 1948 by Ackerman’ 
'as an indolent tumor occurring on the 
_oral mucosa. This low-grade squamous 
cell carcinoma, different clinically and 


mous cell carcinoma of the oral cavity, 
Iso wi ver the name. oral florid papilo 


‘Neil A. Swanson, MD, William B. Taylor, MD 


mie oscopically from the usual squa- 


Plantar Verrucous Carcinoma 


- Literature Review and Treatment by the Mohs’ Chemosurgery Technique : : UM 


thelium of the anogluteal region and 
on the plantar surface of the foot. 
Involvement of the plantar surface 
of the foot was first deseribed by Aird 
et al? in 1954 under the name "epithe- 
lioma cuniculatum.” This term is a 
fitting description, as it refers to a 
tumor of epithelium that is not neces- 
sarily malignant, and cuniculatum 
literally means “rabbit warren” as 


suggested by the topography and sin- . 


usoid growth pattern of the lesion. 
Aird and his associates described 


three cases of slowly growing, hyper- 


keratotie, painful, nonhealing tumors, 
eaeh on the sole of the foot. Sinuses 
exuded foul-smelling, greasy, kerati- 
nous debris. The lesions were consid- 
ered to be unusual squamous cell carci- 
nomas and were treated by amputa- 
tion. Thompson’ described | three 
additional eases of' persistent warty- 
appearing lesions on the sole of the 
foot. A biopsy specimen revealed low- 
grade squamous cell carcinoma. Two 
patients were treated. conservatively 
with wide local excision and grafting. 
The third patient required amputa- 
tion of the foot. Thorne* added a sixth 
case. to the literature when he de- 
seribed a similar lesion treated for 
over 25 years as a wart, initially by cu- 


, rettages, radiation: therapy, and local — 
excision, and finally by amputation of ; 
the foot. 


: Brown and ‘Freeman’ 


. stressing the persistent clinical 


-this report is to stress the clinical and. * 


~ gionis, 


added an. 
additional case of an exophytic, verru- 
cous tumor on the ball of the foot, - 
_ previously treated with radiation ando 
diagnosed. as a wart. After local. 
< aggressive electrodesiceation | 
(s rettage, a bud tiss ue sample 
E eel A i 













































verrueous carcinoma, Brownstein and. ^ 
Shapiro* added eight additional cases, = 











































of these lesions ‘and thi 
The same year, an additional 7 
reported by Snider and: Demut *th 
only case reported - 35 
metastatic disease, t 
Since then, addit 
Reingold et al, * Heac 
hafer et al'? have : 
and pathologie app 
cous. carcinoma. Althougl 


conservative Mibi to. es a i ; 
than amputation when D un m 


thickness of the foot using 
chemosurgery technique, A 
of the foot i without gr Pis 


cessfully: “areata. the lesions — "us E 
Mohs’ chemosurgery. The purpose of 


pathologic appearance of these 
summarize several finc 
common to these tumors Bs 

nd tho 





40-year history of a lesion on the plantar 
surface of her right foot. The lesion had 
been treated since adolescence as a wart, 
recurring after several excisions, curett- 
age, cryosurgery, and radiation therapy. 
Her most recent treatment was attempted 
Surgical ablation three years previously, 
after which the lesion had slowly recurred. 


ææ She had walked with a limp for three years. 
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Fig 1.—Top left, Lesion pretreatment; top 
right, lesion immediately after Mohs' 
chemosurgery; center left, lesion six 
weeks after chemosurgery, spontaneously 
granulating; center right, lesion at three 
months, patient walking without limp; and 
bottom, lesion at five months, wound com- 
pletely healed. 


Other than a history of rheumatoid arthri- 
tis, she was in good health. 

On examination, there was a well-demar- 
cated, 3.5 x 3.8-cm, round, flesh-colored 
verrucous lesion over the plantar surface of 
her right third metatarsal head (Fig 1, top 
left). A depressed "moat" separated the 
central lesion from surrounding hyperker- 
atotie calloused skin. There was no lym- 
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phadenopathy. The laboratory screening 
test panel results and roentgenogram of 
her right foot were normal. The lesion was 
clinically diagnosed as plantar verrucous 


carcinoma. An elliptic biopsy to fascia was — 


performed and closed with sutures. The 
biopsy specimen revealed marked verru- 
cous acanthosis with the formation of mul- 
tiple columns of parakeratotic keratin. The 
epithelial interface was composed of 
islands of well-differentiated epithelium. 
No viral particles were seen on electron 
microscopy. i 

The patient underwent Mohs’ chemosur- 
gery, fresh-tissue modification, in two 
stages with complete microscopic removal 
of tumor (Fig 1, top right). The lesion, 
which extended through plantar fascia, 
was allowed to granulate by secondary 
intention. By six weeks (Fig 1, center left), 
the wound was healing nicely, and the 
patient was bearing weight on her foot. 
After three months (Fig 1, center right), 
the wound had decreased to one third its 
original size. For the first time in three 
years, she was walking without a limp. 
After five months (Fig 1, bottom), the 
wound was completely healed. It showed no 
signs of recurrence in the following 16 
months. 

CasE 2.—A 53-year-old woman was 
referred to the Dermatology Department 
at the University of Michigan with a three- 
year history of a persistent plantar wart. 
This lesion had been previously treated 
with electrodesiccation and curettage, 
chemical ablation, deep cryosurgery, and 
1,400 rads of superficial radiation. The 
lesion persisted and grew large despite 
treatment. As a result, she walked with a 
limp and was having increasing pain 
requiring an analgesic. The remainder of 
her history was unremarkable. 

On examination, she had a 2.8 x 3.2-cm 
lesion on the plantar surface of her right 
foot. The lesion was tan, hyperkeratotic, 
and verrucous. A moat separated the lesion 
from calloused-appearing surrounding 
skin. The lesion was tender. She had full 
range of motion in her toes. The regional 
lymph nodes were normal to palpation. The 
results of the remainder of her physical 
examination and her laboratory data were 
unremarkable. 

A deep excisional biopsy was performed 
and closed with sutures. The biopsy speci- 
men revealed infiltrating lobules of well- 
differentiated keratinocytes that formed 
vertical columns of hyperkeratotic keratin. 
Papillary projections pushed into the der- 
mis, seemingly contained by the basement 
membrane, A histologic diagnosis of squa- 
mous cell carcinoma, verrucous type, was 
made. The patient was considered a candi- 
date for Mohs’ chemosurgery, fresh-tissue 
modification. Chemosurgery was com- 
pleted in one stage with complete micro- 
scopically controlled excision of the tumor. 
The wound was left to granulate by second- 
ary intention. By six weeks, two thirds of 
the lesion had healed spontaneously; the 
patient was walking without a limp and 
playing golf. By four months, the wound 
was completely healed, and the patient’s 
normal physical activity was painless. 
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There has been no sign of recurrence in 11 
months. 


MICROSCOPICALLY CONTROLLED 
EXCISION 


Since the first description of a micro- 
scopically controlled method of excising 
skin cancer in 1941," Mohs has slowly 
popularized his techniques. His results for 
five-year cure of basal cell carcinoma 
(99.3%) and squamous cell carcinoma 
(94%) are indeed impressive, especially 
when recurrent lesions alone are consid- 
ered separately (96.8%). The basie tech- 
nique of Mohs' chemosurgery is illustrated 
in Fig 2. The goal is to remove the entire 
tumor in stages using microscopic control 
until the presence of tumor-free tissue 
beyond the margins has been microscopi- 
cally confirmed. Thus, the surgeon is able 
to track the tumor along fascial planes, 
nerves, bone, and other sites not clinically 
detectable, ensuring the likelihood of com- 
plete tumor removal. By removing addi- 
tional tissue only where microscopic tumor 
persists, the surgeon is also able to pre- 
serve as much normal tissue as possible. 
Because the trained chemosurgeon serves 
as his own pathologist, any error inherent 
in having several people handling tissue 
and interpreting results is removed. 

Mohs initially used what today is 
referred to as the "fixed-tissue technique" 
in treating skin cancers. In that method, 
after debulking the tumor and destroying 
surrounding keratin with dichloroacetic 
acid, a layer of zinc chloride paste is applied 
to the tumor. The paste, after being left in 
place overnight, produces in situ fixation 
of tissue to a depth of several millimeters. 
A thin layer of fixed tissue can then be 
removed in a bloodless field without anes- 
thesia. The lesion and tissue removed are 
carefully mapped or diagrammed. The tis- 
sue is divided into specimens small enough 
to fit on-a microscope slide, and the edges 
of each specimen are marked with color- 
coded dyes. The tissue is then mounted 
with the deep side up on a freezing micro- 
tome, and horizontal frozen sections are 
made. The entire base and border of the 
tumor can then be examined microscopical- 
ly. This process is continued in stages until 
the entire border is demonstrated to be 
microscopically free of tumor. The lesion is 
then allowed to heal by spontaneous gran- 
ulation. 

The technique used for most lesions 
today is known as the "fresh-tissue modifi- 
cation" of Mohs' chemosurgery. Historical- 
ly, the technique began in 1953, when Mohs 
extended the border of an eyelid lesion on 
which he was working without the use of 
paste. However, it remained for Tromo- 
vitch, in a paper presented in 1970 before a 
meeting of the American College of Che- 
mosurgery entitled “Microscopically Con- 
trolled Excision Using Fresh Specimens: 
Review of 75 Cases,” to popularize the 
technique. Since Tromovitch and Stegman 
published a report of their experience in 
1974," the fresh-tissue technique has 
become increasingly popular. The basic 
techniques and principles remain the same; 
only the paste is omitted. Instead, an 
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Third Excision 


Fig 2.—Shaded areas represent skin can- 
cer, looking both down on lesion and at 
lesion in cross section. Tumor is initially 
debulked, and vertical sections are made 
for diagnostic confirmation. First excision 
(broken line) is then made. After mounting, 
remaining tumor is identified microscopi- 
cally and marked on map (speckled 
areas). Excision 2 (broken line) is made 
corresponding to area of tumor defined 
microscopically. Excisions continue until 
microscopic control reveals complete tu- 
mor ablation (adapted from Mohs"). 


appropriate local anesthetic is used, and 
bleeding is controlled in an appropriate 
manner. The wound again is left to granu- 
late, with healing by secondary intention. 
If it is necessary or desirable, the lesions 
can be primarily repaired or reconstructed, 
especially after fresh-tissue surgery. 

The fresh-tissue technique is indicated 
for most small to medium-sized tumors and 
most carcinomas of the face in nonvascular 
tissue without bony involvement. Fixed- 
tissue chemosurgery is reserved for large 
tumors, for tumors extending into orifices 
such as the external auditory meatus, for 
tumors invading bone, and for those 
involving highly vascular structures such 
as the penis (unpublished data, M. H. New- 
man, MD, N.A.S., and W.B.T., August- 
September 1979). At times, fresh- and 
fixed-tissue techniques are used in combi- 
nation. 


COMMENT 


Verrucous carcinoma occurs as a 
low-grade, slowly invasive form of 
squamous cell carcinoma. Mohs and 
Sahl" proposed a classification of ver- 





rucous carcinoma based on three com- 
mon anatomic sites. The first, termed 
"panoral verrucous carcinoma,” refers 
to what previously was called oral 
florid papillomatosis. It includes tu- 
mors involving the oral cavity and 
such contiguous structures as the na- 
sal cavity, larynx, and esophagus. The 
second, termed “genitogluteal verru- 
cous carcinoma,” refers to involve- 
ment of the penis, scrotum, vulva, 
anus, rectum, and associated struc- 
tures. The best-known previous ‘title 
for this form of the tumor is “giant 
condyloma" (Buschke and Lówenstein 
tumor). The third common site in- 
volves verrucous carcinoma of the 
plantar surfaces, the subject of this 
report. This form of the tumor is also 
known as epithelioma cuniculatum. 
Clinieally, the tumors reported oc- 
curred in patients aged 40 to 71 years 
at the time of diagnosis, and devel- 
oped more commonly in men than in 
women. The differential diagnosis 
includes squamous cell carcinoma, bas- 
al cell carcinoma, amelanotic melano- 
ma, sweat gland carcinoma, deep 
mycosis, and eccrine poroma.*^'^ The 
lesion most commonly is misdiagnosed 
and treated as a plantar wart. These 
tumors have often been treated pre- 
viously with radiation. When seen ear- 
ly, these lesions appear as an exophyt- 
ie, flesh-colored, verrucous mass 
sharply demarcated from a calloused, 
hyperkeratotic rim of tissue by a 
dead-space moat. They slowly enlarge 
to become more exophytic, sessile, 
spongy, and often malodorous, devel- 
oping many sinuses and crypts. They 
often exude paste-like keratin debris. 
They may invade bone and are usually 
painful, even when small. 
Microscopically,** the characteristic 
pattern of this tumor is formed by a 
compacted, papillomatous surface of 
well-differentiated pale-staining ke- 
ratinocytes. The margins are usually 
well cireumscribed, penetrating deep- 
er soft tissue and bone as blunt papil- 
lary projections that may or may not 
be contained by basement membrane. 
Abscesses and sinus tracts are often 
present. A moderate inflammatory 
infiltrate is found beneath the tumor. 
Characteristically, there is little or no 
stromal reaction. Perineural infiltra- 
tion is a rare histologic finding.'* 
Cytologic detail is deceptively benign. 
Individual cells may be strikingly 
hypertrophic with correspondingly 
large nuclei and dispersed chromatin. 
The pathologic differential diagnosis 
includes viral warts, keratoacantho- 
ma, deep mycotic infection with pseu- 
doepitheliomatous hyperplasia, and 
plantar squamous cell carcinoma.’ 
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local extension and do not metasta- 
size." Snider and Demuth’ report a 
case with four of 16 inguinal nodes 
involved, but it is possible that this 
case may have been à more aggressive 
generic squamous cell carcinoma rath- 





er than true verrucous. carcinoma. 


Panoral verrucous carcinoma has been 






following radiation therapy.’ Bart and 
Kopf" stress the possible aggressive 
tratisformation of -verrucous carcine- 






were given over five to seven Weeks 


‘Rapid anaplastic transformation of 
the histologic pattern of the tumors - 
oce! ed in three cases. Prior rie 


anical stress involved i in pe 


. has been suggested to increase local "n 
` invasion of plantar verrucous carcino- 


ma.. 
The pathogenesis of. these lesions is 


unknown, but a possible viral cause- 


has been suggested. Oriel and Whim- 
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These tumors grow by aggressive. 


shown to metastasize rarely, but only transformation of a wart to verrucous 


: regional node dissection is unnecessa-. 
ry. Local treatment by excision. and 


wide local excision and often amputa-: - | 
tion was the only viable alternative . 
. treatment. 


“mous cell carcinoma. Am J Clin Pathol 69: 56l- 


uniculatum: Variety of squamous carcino~. 


| Epithelioma. cuniculatum: Verruéous carcinom 
usual tumor of the foot. Br J Plast Sung. d 


Epithelioni: ciniculatum. BrJ ^dueous carcinoma. J Dermatol Surg Oncol 5:302- 


© 806, 1979: 
Surg 42:219-295, 1941. 


ll, Charles C Thomas Publisher, 1978. 


< controlled surgery for skin eaneer--past, present. 






and. Sahl" of microscopically con- 
trolled excision as the treatment of 
-choice for verrucous carcinoma, espe- 
cially of the plantar surface. Chemo: 
surgery by either the fresh-tissué gr: 
fixed-tissue technique offers the dis. 
tinct advantage of microseopieall: 
controlled total removal of carcinoma | 
with maximal preservation of ‘unin 


ster’ described a patient who had anal 

condyloma acuminatum, in which pap- 
illoma virus ee were demon- 
strated by electron microscopy, in 
whom an area of carcinoma in situ 
developed in the wart. We examined 
one of our lesions by electron micros- 
copy and could find no viral particles, 
Although a viral cause with malignant 
























carcinoma is a theoretical possibility, 
our findings are in agreement wit 
those of other reports, ^** whieh d 
not support this theory. 

"The treatment of verrucous earcino- 
ma has often been aggressive surge 


us car nomas not ‘penetrating to 
the fresh-tissue modification 
well. However, when 

is. found, fixed- 












although this is probably not nec 


sary. These tumors generally. inv: 

locally and do not metastasize. Unles 
a palpable inguinal lymph node is. 
found to contain tumor on biopsy, 







“cosmetically oett 
tin our two cases 
f Mohs ape Sahl. Our. 









cessary unless healing: e seg- 
y intention has failed to give 


grafting, electrodesiecation and cu- ond, 
: good funetional results. 


rettage, and cryotherapy often. fail. 
Radiation is clearly not indicated. In 
the’. past, aggressive surgery with 
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We agree with the proposal of Mohs 
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Recurrent Erysipelas 


Caused by Group. B Streptococcus Organisms 


Alan N. Binniek; MD; Robert. B. Klein, MD; Richard D. Baughman, MD 


* Group B f-hemolytic airéptococcus 
(GBS) has emerged as a major cause of 
“neonatal infections. Serious GBS. infec- 
tions in adults occur most frequently 
when predisposing illness. is. present. 
Recurrent erysipelas caused by GBS is 
“reported in a woman who had chronic 
lymphedema after a radical hysterectomy 
and radiation therapy. Type {ll GBS was 
identified from cultures of vulvar vesicles, 
vaginal mucosa, and blood. Prophylactic 
penicillin V potassium. therapy prevented 
further episodes of erysipelas. Group B 
f-hemolytic streptococcus should be con- 
sidered a possible cause of erysipelas or 
cellulitis. 
(Arch Dermatol 116:798-799, 1980) 


ecognition of clinical group B £- 
hemolytie streptococcus (GBS) 
infections has increased dramatically 
“during the last decade. Most evident 
;are the numerous reports of infections 
‘in neonates, causing serious morbidity 
and mortality.’ Group B fi-hemolytie 
“streptococcus has been known as a 
rare cause of puerperal infections for 
more than 50 years, but there have 
been increasingly numerous reports of. 
serious GBS infections in adults, most 
frequently in patients with underly- 
«Ing illnesses.*? Also, GBS has recently 
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been shown to colonize in the urogeni- 


tal region in approximately 25% -of 
pregnant women and in 19% to 25% of = 
‘children. from 11 years of age ono 
in their college ^ 


through. women 
years." We describe here a woman 
who has had recurrent attacks of ery- 
sipelas during a 16-year period, now 
verified to be due to GBS infection. 


REPORT OF A CASE 


ie Fe 

A 49-year-old woman underwent a radi- 
cal hysterectomy with pelvic lymph. node 
resection fora stage I squamous cell carci- 
noma of the cervix in. 1960; Metastatic 
tumor was found in the nodes, and a course 
of cobalt radiation. (middle of the: pelvis 
dose of 3,600 rads during a period of 32 
days using anterior and posterior fields) 
was. given. Several weeks later, bilateral 
leg edema was noted. The edema had grad- 
ually increased in. severity during. the 
years. 

Since 1960, the patient had had recurrent 
episodes of chills and féver (usually 39.5 to 
40.5 °C) associated with erysipelas, štart- 
ing on the lower abdomen beneath the 
hysterectomy sear and rapidly spreading to 
the pubic area and down the legs. These 
episodes initially occurred once a year, but 
had increased in. frequency; by 1977, 
attacks were occurring every ten to 14 
days. Since 1972, a fixed mass of vesicles 
had been present on the left labium majus. 
Various oral antibioties (usually tetracy- 
cline hydrochloride or erythromycin ‘stea- 
rate) did not seem to be helpful, and the 
attacks resolved within five days with or 
without antibiotics. Penicillin V potassium 
had not been given because of a history 
prior to 1960 of chronic urticaria that was 


attributed to the drug. Bacteria failed to . 


grow on numerous: blood cultures. There 
had been no evidence of tumor recurrence: 


There was no apparent relationship of the 
-attacks to sexual intercourse. 


We first saw the patient on Oct 19, 1977, 


: with. a typical episode of erysipelas. Her 


oral temperature was 39.5 °C. There was 
bright. erythema’ that was warm to the 
touch extending from beneath the hyster- 


ectomy incision down the entire right leg: 


and to the middle of the left thigh: (Fig 1). 
The borders of the inflammatory process 
were distinct and raised. There was vulvar 
edema and edema of the lower extremities. 
Numerous clear vesicles. were present on 
the left labium majus (Fig 2). 

Laboratory. studies: included a WBC 
count, of 22,600/eu. mm. with a shift to the 
left and an ESR of 10 mm/hr. Immunoglo- 
bulin levels were normal. 

A skin biopsy specimen taken from. the 
erythematous area on the left leg showed 
mild perivascular inflammation consisting 
primarily ‘of lymphocytes. The papillary 
dermis was slightly edematous. 

A skin biopsy specimen from the vesicu- 
lar area on the left vulva (Fig 3) showed 
numerous .vascular channels lined by a 
single cell layer of flattened: endothelium 
in the papillary dermis, with some of the 
lumina containing a homogeneous materi- 
al. Occasional. polymorphonuclear leuko- 
cytes were seen focally in the Malpighian 
stratum, and a small abscess was noted 
beneath a portion of focally parakeratotic 
stratum corneum. 

Type III GBS grew on a blood culture. 
No serum antibody could be detected by 
counterimmunoelectrophoresis. Penicillin 
V therapy was cautiously begun. No unto- 
ward effects. were noted, and, at an oral 
dosage of 250 mg four times a day, rapid 
improvement occurred. The penicillin ther- 


apy was stopped. after.several weeks, and 
seven days later, chills, fever, and a typiea]. 


erysipelas infection were noted. Group B 
B-hemolytic streptococcus grew on cultures 
from the blood, vulvar vesicles, and vagina. 
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Fig 1.—Extensive erysipelas of 
lower abdomen, vulva, and 
legs. 


Fig 3.—Biopsy specimen of vulvar vesicle showing dilated lym- 
phatic vessel lined by single layer of endothelial cells. Note 
polymorphonuclear leukocytes and around vessel (hematoxylin- 


eosin, x 125). 


Penicillin V therapy was begun again, and, 
at a maintenance dosage of 250 mg four 
times a day, no further attacks occurred 
during the next year. Occasionally, if a 
dose would be missed, some slight chills 
and the feeling of an impending attack 
would be noted. Follow-up cultures from 
the vagina and vulvar vesciles obtained 
while the patient was taking penicillin 
showed no growth of GBS. 


COMMENT 


The streptococci are grouped A 
through O on the basis of precipitin 
reactions of the cell-wall carbohydrate 
with group-specific antisera. The f- 
hemolytic streptococci that most often 
cause infections in man belong to 
group A. Under certain circum- 
stances, GBS can also cause infections 
in man. 

The importance of adult GBS infec- 
tions has only recently been empha- 
sized. Most adult patients have had 
underlying illnesses, usually diabetes 
mellitus, genitourinary disorders, or 


1. Gotoff SP: Emergency of group B strepto- 
cocci as major perinatal pathogens. Hosp Pract 
12:85-90, 1977. 

2. Bayer AS, Chow AW, Bascom AF, et al: 
Serious infections in adults due to group B 


streptococci. Am J Med 61:498-503, 1976. 


* 3. Lerner PI, Gopalakrishna KV, Wolinsky E, 
et al: Group B streptococcus (S Agalactiae) bac- 
teremia in adults: Analysis of 32 cases and review 
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Fig 2.—Lymphangiectasis in 
area of vular erysipelas. 


malignant neoplasms. In the series of 
Bayer et al,’ which consisted of 24 
adults, 19 patients had pyelonephritis, 
pneumonia, or postpartum endome- 
triosis as manifestations or as pri- 
mary sites of infection. Two patients 
had cellulitis. In the series of Lerner 
et al? which consisted of 32 adults, 
endocarditis, meningitis, postpartum 
infections, and urinary tract infec- 
tions were most commonly observed. 

Our patient had negative serologi- 
cal test results for antibody to GBS by 
counterimmunoelectrophoresis. The 
absence of antibody is found in 
approximately 2595 of type III infec- 
tions, which may be a factor in the 
pathogenesis of recurrent adult infec- 
tions as well as an explanation for 
certain neonatal complications.’ Inter- 
estingly, our patient did not seem to 
respond to erythromycin therapy de- 
spite cultures showing sensitivity to 
that drug. Perhaps this was because 
erythromycin is a bacteriostatic anti- 
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biotic, whereas penicillin is a bacterio- 
cidal compound. 

"Therefore, GBS, a common colonizer 
of the urogenital tract, must be con- 
sidered where structural or metabolic 


factors compromise a patient's 
resistance to infections. This would 
include any woman requiring sur- 
gery or radiation therapy to the pelvic 
area. Our patient had chronic lym- 
phedema with lymphangiectasis as a 
predisposing cause for recurrent GBS 
infection. Secondary infections are a 
recognized complication of chronic 
lymphedema. Although group A 
B-hemolytic streptococci are usually 
incriminated as the cause of erysipe- 
las, other organisms such as Haemo- 
philus influenzae, Gram-negative 
bacteria, and now GBS should also be 
considered. 
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terimmunoelectrophoresis. 
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Granulocytic Sarcoma of the Skin. 


* A patient with aleukemic leukemia of 
“the acute granulocytic type, who initially 
had granulocytic sarcoma of the skin, is 
described. The skin contained focal intil- 
trates of pleomorphic mononuclear. cells 
that were. identified as granulocytes: by 
"demonstration of intracytoplasmic naph- 


Pot ASD-:chlorcacitate esterase and ly... 0 


Sozyme. 
(Arch Dermatol 1 16:800-802, ism 


cute granulocytic tevkeoinis, ini- 
tially seen as granulocytic sarco- 

ma in the skin, is a rarity,” and 
histologic recognition based on hema- 
toxylin-eosin-stained sections of skin 
biopsy specimens. is often difficult. 
Most frequently, granulocytic 'Sarco- 
ma of the skin is misinterpreted as 
reticulum cell sareoma, lymphoma, or 
eosinophilic: granuloma.” A correct 
diagnosis is usually reached only after 


full development of clinically overt. 


acute granulocytic leukemia, Chloro- 
acetate esterase (naphthol-ASD-chlo- 
roacetate esterase) is a specific ester- 
ase characteristic of neutrophils and 
tissue basophils,’ and monoeytes and 
granulocytes are rich in lysozyme.“ 
Both enzymes can be demonstrated by 
histochemical’ and immunoperoxidase 
methods, respectively, in tissue sec- 
tions. This article reports a case of 
granulocytic sareoma diagnosed by 
skin biopsy using the histologic fea- 
tures and the application of enzyme 
histochemistry techniques to establish 
the diagnosis. 
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REPORT oF A CASE. 


A 67-year-old woman was. admi ted to. y 
‘for further © 
f granulocy de 





the hospital on May 22, 1977, 
evaluation after a diagno 
o by 


* 






respond to the topical ther, ; ' 
her physician. In early May 1977, an exci 


cytic sarcoma: Findings of a complete 


“blood cell count and. WBC differential: cell : 
_eotint at that time were normal. : i 


The patient had been in. ‘good health 
except for a case of diabetes ‘mellitus, 





_ which was controlled by diet and ehlorpro- 





pamide therapy. She was a tively engaged. 
in teaching music and had had no recent 
illnesses, ^ l 


Physical examination on admission: indi- xem 


cated.. a. well-developed, » well-nourished 
woman who had multiple, raised,’ erythe- 
matous, nonconfluent. lesions, 05 em in 
maximal diameter on her scalp. Similar 


single lesions were found beneath the left 


breast and on the abdomen. All lesions 
were firm and nontender. Several enlarged 
cervical lymph nodes were present, the 
largest one measuring 1x1 em. There was 
no hepatosplenomegaly.. Findings of the 
remainder of the physical examination 
were noneontributory. . 

The: WBC count. was 6,000/1.L, with the 
following differential cell counts: 60%. seg- 
mented neutrophils, 6% band. cells, 3% 
metamyelocytes, 1% myelocytes, 5% eosino- 


phils, and 25% lymphocytes. No blast cells - 


were seen in the peripheral blood’ smear. 
The hemoglobin level was 9 g/dL, and the. 
platelet levels were estimated to be within. 
normal limits. A bone marrow aspiration 
and a biopsy were "performed. that indi- 
cated an increased cellularity, with TH of 
the cells consisting: of myeloblasts, Some 


contained Auer bodies (azurophilie, intra- 


cytoplasmic, neédle-shaped inelusions). A 
diagnosis of acute granulocytic leukemia 





: was "made: 


The patient was trente with a combined 
regimen. of ‘thioguanine, cytarabine, vin- 
cristine sulfate, and doxorubicin hydrochlo- 


ride. A repeated. bone marrow aspiration 


done ‘on June 27, 1977, indicated erythroid 
hyperplasia and the presence of less than 


np 5 5% blast cells. In November 1977, à bone 
^. marrow relapse (containing more than 30% 


myeloblasts) required additional therapy. 
A skin nodule reappeared on the abdomen, 


cei- histologically identical biop- 
sional biopsy of one of the skin nodules was isto ogical y ide eal to the original biop 


performed that was diagnosed as granulo-. 


sy specimen. The patient was: rehospital- 
ized in January 1978 with àn upper respira- 
tory tract infection, weakness, and throm- 
bocytopenia, The WBC count was 14,000/ 
aL, with many circulating myeloblasts. The 





patient's. condition rapidly. deteriorated, 


and she died eight months after the initial 


diagnosis. of granulocytic sarcoma of the 
skin, A. request for autopsy was not 


granted. 
PATHOLOGICAL STUDIES 


The biopsy specimen of the. lesion 
from the forehead (May 1977) con- 


sisted of a wedge-shaped piece of skin, 


0.8x0.5 em in its greatest dimension 
on the surface and extending to a 
depth of 0.7 cm, with some fat at the 
deep margin: of resection. On bisec- 
tion, the dermis was found to be gray- 
white and firm. 


Routine Light Microscopy Findings 


Hematoxylin-eosin-stained sec- 
tions. of the lesion disclosed a 
stretched and atrophic epidermis. The 
basement membrane was intact, with 
sparing of the papillary dermis (Fig- 
ure, top left). There was heavy cellular 


infiltration extending from this re- 


gion. to the subcutaneous tissue. The 
infiltrate was pleomorphie, consisting 
of numerous large cells with vesicular 
nuclei and prominent nucleoli. 
phologically recognizable myeloeytes 
and. band cells were scattered 
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Microscopic findings in granulocytic sarcoma of skin. Top left, Zone of normal 
connective tissue separates stretched epidermis from leukemic cell infiltrated dermis 
(hematoxylin-eosin, x 100). Top right, Immature granulocytes have vesicular nuclei and 
Prominent nucleoli. A neutrophilic metamyelocyte (PAS positive) is seen (PAS stain, 
X 1,000). Bottom left, Neutrophilic granulocytes contain chloroacetate esterase 


(orange-red granules) (a-naphthol-chloracetate esterase stain, 


X 1,000). Bottom right, 


Neutrophilic granulocytes contain lysozyme (dark brown granules) (immunohorseradish 


peroxidase stain, x 1,000). 


throughout the infiltrate, the identity 
of these cells being confirmed by a 
positive reaction to PAS stain (Fig- 
ure, top right). The neoplastic cells 
encircled and surrounded the hair fol- 
licles, muscle bundles of arrector pili, 
blood vessels, and sweat glands. 
Mitotic figures were easily identi- 
fied. 


Enzyme Cytochemistry 


Naphthol-ASD | (2-acetoxy-3-naph- 
thoic-o-toluidine)-chloroacetate ester- 
ase (chloroacetate esterase) stain was 
performed on  formaldehyde-solu- 
tion-fixed, paraffin-embedded sec- 
tions according to the modified meth- 
od of Moloney et al? Naphthol-ASD- 
chloroacetate was used as a substrate, 
and diazotized pararosanilin was used 
as a coupler. In this test, the enzyme 
present in the neutrophilic granulo- 
cytes splits the chloroacetyl ester; the 
naphthol derivative then couples with 
the diazo dye to form a red pigment 
characteristic of these cells. Neoplas- 
tic infiltrations in the skin, including 
these immature cells, were found to 
contain red pigment in their cyto- 
plasm (Figure, bottom left). 


Immunoperoxidase Study 


The immunoperoxidase method was 
based on an indirect technique pre- 
e viously described, using rabbit antily- 
sozyme and rabbit anti-human immu- 

r * noglobulins (IgG, IgA, IgM, A, and « ) 
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as specific antisera. Each antiserum 
was applied to a deparaffinized and 
rehydrated section that had been pre- 
viously treated with 3% hydrogen 
peroxide in 1% methyl alcohol for 30 
minutes to remove endogenous perox- 
idase present in the RBCs or myeloid 
cells. After being washed with phos- 
phate-buffered saline, the sections 
were successively treated with the fol- 
lowing reagents: goat anti-rabbit IgG, 
rabbit anti-horseradish peroxidase, 
and horseradish peroxidase. The 
bound horseradish peroxidase was 
then stained by 3,3’-diaminobenzi- 
dine. Adequate washing was allowed 
after each step. A dark brown stain- 
ing of the cytoplasm indicated a posi- 
tive reaction. Sections of known posi- 
tive and negative controls were 
stained in the same manner. The neo- 
plastic cells and positive controls were 
positive for lysozyme (Figure, bottom 
right). 


COMMENT 


“Granulocytic sarcoma" is the term 
used to describe neoplastic granulo- 
cytie tumorous infiltration in soft tis- 
sue frequently occurring in patients 
with acute leukemia. A similar condi- 
tion was previously referred to as 
chloroma,' because it was green in 
fresh specimens. The classic cases of 
chloroma involve children and young 
adults who have an orbital mass, 
exophthalmos, lymphadenopathy, rap- 


idly developing severe anemia, and 
acute granulocytic or monocytic leu- 
kemia.^" However, the tumors may 
occur in any part of the body and, as 
was found in our case, may not be 
green. Therefore, granulocytic sarco- 
ma is a preferable term." 

Mason et al" described seven 
patients from the recent literature 
who had granulocytic sarcoma preced- 
ing the onset of granulocytic leuke- 
mia; only one patient had skin involve- 
ment, initially diagnosed as reticulum 
cell sarcoma.' The presence of a border 
zone of normal connective tissue 
between the leukemic infiltration and 
the epidermis is a common feature of 
leukemia cutis and separates leukemia 
cutis from mycosis fungoides and 
Sézary syndrome in which the epider- 
mis is usually involved." In the eryth- 
rodermic or exfoliative phases of leu- 
kemia or in leukemia cutis with sec- 
ondary infection, this border may be 
absent. In lymphomatous involvement 
of the skin, there may or may not be a 
zone of normal connective tissue. The 
infiltrative cells in lymphoma cutis 


often appear in a vague nodular  - 


fashion, are highly proliferative and 
cohesive, and have frequent mitoses. 

Leukemia cutis has been reported to 
have existed months before clinical 
evidence of acute leukemia. Since 
only a few of these patients had a 
bone marrow examination to establish 
a diagnosis of leukemia at the time of 
skin biopsy, the possibility of aleu- 
kemic leukemia could not be excluded. 
Monocytie leukemia, chronic lympho- 
cytie leukemia, and chronic granulo- 
cytie leukemia are most commonly 
associated with leukemic infiltration 
in the skin, with a reported incidence 
of 10% to 50%, 6% to 10%, and 5.5%, 
respectively The diagnosis of leu- 
kemia cutis is dependent on recogni- 
tion of the preponderant cell type and 


on correlation with the clinical history — . 
and hematological examination. The 


pleomorphic infiltration, with numer- 
ous immature cells having large vesi- 
cular nuclei and prominent nucleoli, 
and the presence of occasional eosino- 
philie myelocytes, is of great value in 
the diagnosis of granulocytic sarco- 
ma. 

The demonstration of intracyto- 
plasmic chloroacetate esterase and 
lysozyme established the definitive 
diagnosis in our case, as these 
enzymes are characteristic of granulo- 
cytes. Mason et al" described a 20- 
year-old man who suffered spinal cord 
compression caused by granulocytic 
sarcomatous infiltration that occurred 
two years before the development of 
acute leukemia and a subcutaneous 
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mass. The epidural. tumor ‘infiltrate 
and the subcutaneous mass were later 
studied by the chloroacetate esterase 
method. The granulocytic nature of 
the immature cells was supported by 
the positive staining of enzyme in 
neoplastic cells, and this was con- 
.. firmed by electron microscopic study. 
“However, the diagnosis of granulocyt- 
je sarcoma is frequently unsuspected 
at the time of receiving the specimen, 
and. reprocessing the formaldehyde- 
solution-fixed tissue. for electron 
microscopic study often yields a less 
than desirable result." Furthermore, 
electron microscopic study is not avail- 
able in general diagnostic laborato- 
ries. However, the cytochemical and 
immunochemical methods described 
here may be applied on formaldehyde- 


1, Yoder FW, Schuen RL: Aleükemie leukemia 
eutis. Areh Dermatol 1129:367-369, 1916; 
2; Stawiski MA: Skin manifestations: of. leu- 












tumors of the skin. Cancer 39:2004-2016, 1977, 

4, Wiernik PH, Serpick AA: Granulocytic sar- 
coma (chloroma). Blood 35:361-369, 1970.. 

5. Moloney WC, MePherson.K, Fliegelman L: 
Esterase activity in leukocytes demonstrated by 
the use of naphthol ASD chloroacetate substrate. 
J Histochem Cytochem 8200-207, 1960. => 


in bone marrow and peripheral blood. cells. 
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kemias and lymphomas, Cutis 21:814-818, 1978, 
3. Long JC, Mihm MC: Multiple granulocytic . 


6. Briggs RS, Perillie PE, Finch SC: Lysozyme 


solution-fixed, — 
tissues. It gives reproducible. and 


satisfactory results in experienced 


hands. Hematopoietic lysozyme activi- 
ty is present almost exclusively in the 
lysosomal and cytoplasmic fractions 
of maturing granulocytes and mono- 


cytes." Moreover, one third of the neu- 
trophil lysozyme is found in the pri- 
“mary (azurophilic) granules, and two 


thirds in the secondary (neutrophilic) 
granules.’ Both mature and immature 


granulocytes will be stained positively ~ 


with antilysozyme by immunologic 
techniques. 

"Touch preparations of the skin biop- 
sy specimens stained: by the Roman- 
ovsky (Wright or Giemsa) method or 
other eytochemieal stains used in 
hematology laboratories are useful in 
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cutis. The presence of Auer bodies in 
leukemic cells in the blood, in bone 
marrow sméars, and in touch prepara- 
tions of the skin is.a diagnostic char- 
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myelocytie leukemia. Unfortunately, A 
touch preparations were not available 

in our case. 
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HESTA STENENE 


Malignant Proliferating 


Angioendotheliomatosis 


Young C. Kauh, MD; Joseph P. McFarland, MD; Guy G. Carnabuci, MD; Herbert A. Luscombe, MD 


* A 48-year-old man had fever and gen- 
eralized asymptomatic erythematous tel- 
angiectatic plaques and patches. Skin 
biopsy specimens confirmed the diagno- 
sis of malignant angioendotheliomatosis. 
Local irradiation therapy induced a tem- 
porary remission. Chemotherapy was ad- 
ministered without altering the course of 
the disorder. Limited autopsy revealed 
visceral as well as cutaneous involve- 
ment. : 

(Arch Dermatol 116:803-806, 1 980) 


i ge ars. angioendotheliomato- 
sis is a multicentric proliferative 
disorder of vascular endothelium re- 
sulting in intravascular thrombosis 
and obstruction of the vascular lumen. 
Metastases do not develop. Several 
Synonyms have been applied to this 
disease entity: systemic endothelio- 
matosis, intravascular endothelioma, 
neoplastic — angioendotheliomatosis, 
diffuse malignant proliferation of 
vascular endothelium, endothelioma- 
tosis proliferans systemisata, and 
proliferating angioendotheliomatosis. 
There are two types of the disease, 
benign inflammatory and malignant 
neoplastic. The benign inflammatory 
type may be a variant of allergic 
vasculitis; the malignant neoplastic 
form is a rapidly fatal disease process 
of proliferation of atypical endothelial 
cells. The disease was first described 
by Pfleger and Tappeiner in 1959. 
Since then, 12 additional cases have 
been reported." We have recently 
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observed a patient with proliferating 
angioendotheliomatosis, and report 
this additional case with a review of 
the literature. 


REPORT OF A CASE 


A 48-year-old man had been well until 
one year prior to his initial admission, 
when a cyst was surgically removed from 
the middle lobe of his right lung. Several 
months later, he noticed a few red spots on 
the anterior part of his chest wall that 
resolved spontaneously. Approximately 
three months prior to hospitalization, 
asymptomatie skin lesions suddenly devel- 
oped on his trunk, arms, and legs. The 
patient denied taking any medication 
except for multivitamins. After a biopsy of 
the skin, the specimen of which was i. r- 
preted as either vasculitis or lymphoma, 
the patient was admitted to the hospital on 
Nov 20, 1970, for evaluation. On physical 
examination, the skin lesions noted were 
erythematous telangiectatic patches con- 
fined to the trunk, arms, and posterior part 
of the thighs (Fig 1). The liver was palpable 
three fingerbreadths below the right cos- 





Fig 1.—Erythematous and telangiectatic 
patches and plaques on trunk. 
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tal margin, Lymph nodes were palpable in 
the right inguinal area. Results of the 
remainder of the physical examination 
were normal. The results of a hemogram, 
urinalysis, coagulation profile, and ECG 
revealed no abnormalities. Liver profile 
demonstrated increased levels of serum 
lactic dehydrogenase, alkaline phospha- 
tase, and SGOT. Roentgenograms includ- 
ing cholecystogram, barium sulfate swal- 
low, and barium sulfate enema were 
normal. Bone marrow examination showed 
a hypocellular marrow. A liver scan 
revealed an enlarged liver. Muscle and 
lymph node biopsy specimens were unre- 
markable. 

A second skin biopsy specimen revealed 
an unremarkable epidermis and papillary 
dermis. In the reticular dermis, dilation of 
small-caliber vessels was observed. The 
blood vessel lumina were filled with two 
cell types. The first type consisted of large, 
plump, mononuclear cells that had large, 
round to ovoid nuclei containing prominent 
nucleoli and abundant basophilic cyto- 
plasm. Numerous mitotic figures were 
observed. The second cell type consisted of 
a small dark cell with a hyperchromatic 
nucleus and sparse cytoplasm. In many 
areas, the larger cells appeared to be in 
direct contact with the vessel walls. Intra- 
luminal fibrinoid material was scattered 
throughout some vascular channels. Based 
on these histopathologic findings (Fig 2), 
the diagnosis of malignant proliferating 
angioendotheliomatosis was made. 

The patient received 1,500 rads to two 
separate lesions on the trunk, which 
resulted in remarkable improvement. Fol- 
lowing discharge from the hospital, howev- 
er, a new crop of indurated lesions devel- 
oped shortly thereafter, followed by a per- 
sistent fever, lymphedema of the scrotum, 
and episodes of both epistaxis and hemop- 
tysis. Because of the suspicion that sys- 
temic involvement had developed, the 
patient was readmitted to the hospital for 
systemic chemotherapy that included vin- 
cristine sulfate, ¢yclophosphamide, and 
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Fig 2.—Top, low magnification (hematoxy- 
lin-eosin, x 100) and bottom, high magni- 
fication (hematoxylin-eosin, x 400) dem- 
onstrating large and hyperchromatic nu- 
cleated endothelial cells with atypical 
mitosis, prominent nucleoli, and intramu- 
ral fibrin thrombi of skin. 


methotrexate. There was no improvement 
with this therapy, however. 

Immediately after discharge, a left- 
sided facial palsy developed. A brain scan, 
skull roentgenograms, EEG, and echoen- 
cephalogram were all normal. Four weeks 
later, the patient began to expectorate 
copius amounts of blood and had both 
dyspnea and hypotension. He died on Feb 
23, 1971. 

An autopsy that was limited to the abdo- 
men was performed. Gross findings 
included indurated plaques ‘on the skin of 

. 
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Fig 3.—Top (hematoxylin-eosin, x 100) 
and bottom (hematoxylin-eosin, X 400), 
dense infiltration of numerous atypical 
cells with hyperchromatic nuclei and 
prominent nucleoli of stomach. 


the trunk and extremities. There was a 
1.5-cm edematous plaque on the greater 
curvature of the gastric mucosa. The liver 
was slightly enlarged. Microscopically, an 
extensive neoplastie cell infiltrate had 
replaced the red pulp of the spleen. The 
cells of the infiltrate were anisocytotic and 
pleocytotie, with hyperchromatic nuclei 
and prominent nucleoli. A similar infiltrate 
was found in the submucosa of the stomach 
(Fig 3) and esophagus, pancreatic intersti- 
tium, and the retroperitoneal fat (Fig 4). In 
these sites, the infiltrate was primarily 





Fig 4.—Top (hematoxylin-eosin, Xx 100) 
and bottom (hematoxylin-eosin, X 400), 
similar infiltration.involving retroperitoneal 
fat. 


extravascular, although occasional atypical 
cells similar to those found in the skin were 
seen intraluminally. 


COMMENT 


The essential clinical features of the 
14 reported cases of proliferating 
angioendotheliomatosis are presented 
in the Table. 

An epidemiologic review of the’, 
reported cases indicates that except 
for the first reported case, which : 
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Authors 


Pfleger and Tappein- 
er, 1959 


Gottron and Nilolow- 
Ski; 1958 


Braverman and Ler- 
ner,’ 1961 


Shtern and Likha- 
Chev, 1963 — 


“Haber et al," 1964. 


Ruiter and Mandema;* 
1964 


Strouth et al; 1965 


Strouth et al,’ 1965 


Abulafia et al,’ 1969 


Clinical Features of Reported Cases of Angioendotheliomatosis 


Case/Age, 
yr/Sex 


1/31/F 


2/42/F 


3/66/F 


4/59/M 


5/48/F 


8/63/M - 


9/56/M 





Fievez et al,* 1971 


Okagaki and Ri- 
chart," 1971 


Scott et al," 1975 


Scott et al," 1975 


10/60/F 


11/52/F 


12/67/F 


13/61/F 
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initial Signs 
and Symptoms 


Skin Lesions 


Treatment 





Recurrent episodes 
of fever, chills, and 
Skin lesions 


infiltrated annular red 
lesions and red 
biotches 


Penicillin G potas- 
sium and cortico- 
steroids 





Febrile illness sug- 
gesting subacute 
bacterial endocar- 
ditis 


Brown-red patches 
studded with pur- 
pura on cheeks 





Weakness, malaise, 
decreased hearing, 
and decreased vi- 


<o gual acuity 


Fever and loss of 
weight ^: 


Tender bluish infil- 
trated patches on 

“trunk, back, and 
thighs 





Skin lesions. 


Fever, migratory ar- 


...megaly, proteinuria, 
^ hematuria, and skin 


dedi 


th emities 


Fever and. skin lez: 


sions 


‘Painless plum-colored >> 


plaques on back, 
buttock, and legs 


‘Firm reddish-brown 


patches. studded 
i with. purpura on 


both cheeks and 


t... None stated 


: Vesicles-and dissem- 


; inated piaques, 


oo some of which 


were ulcerated 


; Purple nodules:on 


lower extremities 


Penicillin G potas- 
sium 


Prednisone, mechion 


None state 


"None stated. 


None stated 


Penicillin G potas- 
sium and bilateral 
below-the-knee am- 
putation 


Antibiotics and corti- 


costeroids 





=: Fever, weakness; and 


skin lesions 300. 





. Painful subcutaneous 


nodules 


Corticosteroids 





Skin. lesions 


Eruption of legs and 
abdomen 


Vincristine sulfate 





Skin lesions and ede- 
ma of right lower - 
extremity ^ 


Hemorrhagic erythe- 
matous rash of 
legs, abdomen, and 
chest 


Dexamethasone sodi- 
um phosphate and 
cyclophosphamide 


Course 
Remission after seven 
years; patient available 
for follow-up 
Patient died of conges- 
tive heart failure two 
years following dis- 
charge; at time of 
death, no evidence of 
active disease 
Patient survived eight 
months; autopsy 
: ed infiltration of 
j heart; brain, uveal 
ict, and thyroid with 
“extravascular involve- 
ment 


Progressive dementia 


months from multipie 


"Autopsy showed. infil- 


tration of brain, kidney, . 
and lungs, Extrávascu- - 
lar involvement not 
documented: 

Within ten months, hemi- 
plegia developed, and 

-patient died within 12 
months. Autopsy not 
done 


“Patient thought to have 


had subacute bacterial 
endocarditis; antibiotic 
therapy apparently ar- 
rested disease process 


PRESE roam tia 


“showed infiltration of 
drenal gland and 
with. extravascu- 


; Progressive dementia 


and death within one 
month. Autopsy 
showed infiltration of 
brain, lungs, and kid- 
ney with extravascular 
involvement 


"Apparent resolution of 


disease process 


:Steady deterioration with 


death within 16 
months. Autopsy re- 
vealed involvement of 
skin, heart, aorta, eso- 
phagus, pleura, lungs, 
muscles, kidney, ovar- 
ies, and uterus; no ex- 
travascular involvement 

Progressive deterioration 
and death within three 
months. Autopsy not 
done 

One year following treat- 
ment, patient was free 
of skin lesions 

Six months after chemo- 
therapy. telangiectatic 
skin lesions developed 


(Continued on p 806.) 
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Clinical Features of Reported Cases of Angioendotheliomatosis (cont) 


Case/Age, 
yt /Sex 


14/48/M 


Initial Signs 
and Symptoms 


Skin lesions 


Skin Lesions 
indurated erythema- 


Treatment 


This study irradiation, vincristine Death within three 











appeared when the patient was 31 

years old, the disease begins after the 

fifth decade of life. It is more common 
: in women than men (9:5). 

The initial symptoms are protean 

and vary in severity from constitu- 

‘tional complaints such as fever, mal- 
aise, and weakness to blindness, neu- 
rologic symptoms, and gangrene of 
the lower extremities. Eleven of 14 
cases had skin lesions. Often, these are 
the first and only findings. Unfortu- 
nately, reports from nondermatologic 
journals often lack detailed descrip- 
tions of the skin lesions. However, 
nodules or plaques of the abdomen or 
lower extremities seem to be the most 
common cutaneous manifestations of 
this disorder. Clinically, the skin 
lesions are not diagnostic and have 
been mistaken for lymphoma, lupus 
pernio, Weber-Christian, disease, sys- 
temic lupus erythematosus, poikilo- 
derma atrophicans vasculare, and Ka- 
posi’s sarcoma. 

Biopsy specimens of the skin lesions 
in all cases have shown, similar find- 
ings. There are no epidermal abnor- 
malities. The initial change appears to 
be a proliferation of endothelial cells 
forming the lining of the capillaries in 
the dermis and in the subcutaneous 
fat. This proliferation continues until 
the vessel lumina are partially or 

totally occluded with a mixture of a 
fibrin-like substance and tumor cells. 
;The tumor cells are hyperchromatic 
with round to oval nuclei, and 
increased numbers of mitotic figures 


1. Pfleger L, Tappeiner J: Zur Kenntis der 
systemisterin Endotheliomastose der cutanen 
Blutgefasse (Regiculoendotheliose). Hautarzt 
10:359-363, 1959. 

2. Gottron H, Nilolowski W: Extrarenale Loh- 
lein-Herdnephritis der Haut bei endocarditis. 
Arch Klin Exp Dermatol 207:156-176, 1958. 

3. Braverman IM, Lerner AB: Diffuse malig- 
nant proliferation of vascular endothelium: A 
possible new clinical and pathologic entity. Arch 
Dermatol 84:22-30, 1961. 

4. Shtern R, Likhachev I: Endotheliomatosis as 
a systemic neoplastic disease. Arch Pathol 25:35- 
40, 1963. 

5. Haber H, Harris-Jones J, Wells A: Intravas- 
eular endothelioma (endothelióma in situ, sys- 
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tous patches on 
trunk, arms, and 
thighs 


are present, These tumor cells are 
thought to represent atypical endo- 
thelial cells." 

The endothelial origin of the tumor 
cells has been substantiated by the 
electron microscopic findings of Scott 
et al." The tumor cells possess an oval 
nucleus, well-developed endoplasmic 
reticulum, cytoplasmic filaments, and 
pinocytotic vesicles much like an endo- 
thelial cell. The histopathologic differ- 
entiation of the benign inflammato- 
ry type from the malignant neoplastic 
type of proliferating angioendothelio- 
matosis may be difficult: due to the 
presence of atypical proliferating en- 
dothelial cells in the benign inflamma- 
tory type. However, the. malignant 
type shows more prominent prolifer- 
ation of atypical endothelial cells and, 
in contrast to the benign form, is more 
deeply invasive. into the lower part of 


the dermis and subcutaneous tis- 


sues." 

In those cases in. which. autopsies 
were performed, a wide variety of 
tissues have been affected. Our case is 


the first, to our knowledge, to demon-. 


strate involvement of an organ.of the 
reticuloendothelial system. Thus far, 
only our ease and three others have 
demonstrated extravascular spread of 
the disease.*"* ENS 
Despite a similar histologic appear- 
ance, the disease process follows two 
Separate clinical courses. First, there 
is a benign category in which the 
patient has the disorder for a limited 
period of time ànd responds to one of 


References 


temic endotheliomatosis). J Clin Pathol 17:608- 
611, 1964. 

6. Ruiter M, Mandema E: New cutaneous syn- 
drome in subacute bacterial endocarditis.. Arch 
Intern Med. 113:283-290, 1964. 

7. Strouth J; Donahue S, Ross A, et al: Neoplas- 
tic angioendotheliosis. Neurology ^ 15:644-648, 
1965. 

8. Abulafia J, Cigorraga J, Saliva J, et al 
Angioendotheliomatosis proliferate systematica 
(Pfleger and Tappeiner). Dermatol Ibero Lat Am 
11:23-40, 1969. 

9. Fievez M, Fievez C, Hustin J: Proliferating 
systematized angioendotheliomatosis. Arch Der- 
matol 104:320-324, 1971. 

10. Okagaki T, Richart R: Systemic proliferat- 


sulfate, and cyclo- 
phosphamide 


months. Autopsy lim- 
ited to abdomen 
showed infiltration of 
stomach, esophagus, 
pancreas, spleen, and 
retroperitoneal fat with 
extravascular involve- 
ment 


* 


the following forms of therapy: anti- 
bioties, corticosteroids, or chemother- 
apy. Seeond, there is a rapidly pro- 
gressive variety that is unresponsive 
to antibiotics, corticosteroids, chemo- 
therapy, and irradiation. Three pa- 
tients appeared to have multicentric 
foci and died of either the thrombotic 
effects of the disease or extravascular 
spread. 

The pathogenesis of the disorder is 
unclear. Ruiter and Mandema postu- 
lated that it reflected a hyperactive 
allergic tissue response of the vessel 
wall initiated by a bacterial infection." 
However, not all of these cases are 
preceded by an apparent infection. 
Braverman and Lerner? and Haber et 
al* believe that this entity represents 
a diffuse, multicentric, malignant pro- 
liferation of vascular endothelium. 
Seott et al" postulated that this dis- 
ease represents an unusual form of 
reticuloendothelial sarcoma, but ex- 
cept for our case, there has been a 
striking absence of involvement of the 
classic reticulosis sites in cases that 
underwent aütopsy. 


John J. Shane, MD, performed the autopsy and 
reviewed the pathologie findings, and Carlos 
Moreno, MD, assisted in the interpretation of the 
histologie findings. 
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-fibrillar system in the cytoplasm similar to 
;; that ofa smooth muscle, nuclear deforma- 
. tions. indicative of contraction, and- sur- 


» 





The Role of the Myofibroblast | [s 
in Dupuytren's Contracture _ 


CAPT William D. James, MD, MC, USA, COL Richard B. Odom, MD, MC, USA 


* A case report of Dupuytren's contrac- 


ture illustrates the functional and light and 


electron microscopic characteristics ' ot 
the myofibroblast. The myofibroblast is 


now associated with an increasing num-. 


ber of diseases, and is believed to be a 
morphologic and functional variant of the 
fibroblast, which shows changes typical 
of smooth-muscle cells. its presence may 
be suspected by light microscopy, but its 
ultrastructure is characteristic. its distinc- 
tive electron microscopic features are a 


face membrane difterentiations that pro- 


vide attachment to neighboring cells and 


stroma. ; 
(Arch Dermatol 116:807-811, 1980) - 


Tyres contracture (DC) is a- 
well-known condition that. is 


easily diagnosed clinically. In as many 
as 96% of the cases, its initial symp- 
toms are multiple nodules of the 


palm.'* Early in the disease process, . 


the more characteristic flexion eon- 
tractures may be absent. Histopatho- 
logieally, the lesions differ widely in 
appearance, depending on the clinieal 
stage in which the biopsy is per- 
formed. Recently, electron microscop- 





Accepted for publication Feb 18, 1980. : 

From the Dermatology Service, Department of 
Medicine, Letterman Army Medical Center; Pre- 
sidio of San Francisco. 

The opinions or assertions contained herein are 
the private views of the authors and are not to be 
construed as official or as reflecting the views of 
the Department of the Army or the Department 

, 9f Defense. 

Reprint requests to Technical Publications 

‘Editor, Letterman Army Medical Center, Presid- 
* io of San Francisco, CA 94129. 


. 


: Arch. Dermatol--Vol 116, July 1980 


ie analyses of the nodule of DC have 


been reported in detail.^* We present. 
& case of DC that mimicked a leiomyo- 


ma on light microscopy. Electron 
microscopy confirmed the presence of 
myofibroblasts in this case. The role 
of the myofibroblast, both in DC and 
in other conditions, is also reviewed. 


REPORT OF A CASE 


- "In July 1978, a 70-year-old man had a 


verruca simplex of the palm. He also had 


_ had asymptomatic nodules of the palms for . 
five years and upward curvature of the. 


penis on-ereetion for six to seven years. 


` There was no history of aleohol abuse or 


liver disease, epilepsy, or diabetes mellitus. 


: Family history was negative for similar 


lesions. 
On. examination, four firm, movable, 


Subcutaneous nodules were present on each 


palm; they measured 1 to 2 em in diameter. 
Bilateral puckering of the distal’ palmar 


» crease was also séen, especially proximal to 


the fourth digit. Firm, indurated bands 
were present in the proximal interphalan- 


“geal joints of the fourth digits bilaterally, 


although little permanent contraction of 


this joint was observed (Fig 1). An indu- 


rated plaque with well-defined edges was 
present on the dorsum of the penis in the 
midline. The results of the remainder of 
the physical examination were normal. 

A 4-mm punch biopsy specimen of a 
nodule at the base of the thumb of the left 
hand: was performed. Later, a second biop- 
sy specimen was taken from the identical 
area of the right hand. 

The patient was treated for his verruca 
simplex, but no therapy was given for his 
DC. Following biopsy, the patient experi- 
enced less tension and more freedom of 
movement of the thumbs. 


Light Microscopic Findings 


The biopsy specimens were fixed in a 
10% formaldehyde solution and prepared 


, and Stained ‘in the usual. manner with 
. hematoxylin-eosin. (HE) and Masson tri- 


chrome. The sections stained with HE dem- 
onstrated subeutaneous nodules (Fig 2) 
The nodules were highly cellular, contain- 
ing numerous’ spindle-shaped cells with 
large hyperehromatie nuclei. Some nuclei 
appeared swollen and oval. The cells tended 
to form récognizable bundles and whorls 
but, in places, appeared completely irregu- 
lar. With Masson trichrome, the nodule 
stained predominantly red with blue seat- 


tered throughout. Longitudinally cut cells 
showed erossbanding of the nuclei on both 


sections stained with HE and with tri- 


chrome (Fig 3). Also, red-stained intracel- 


lular filaments could be observed under oil 
in the specimen stained with trichrome. 

Because this tissue had light microscopic 
characteristics of a leiomyoma, but clinical- 
ly was consistent with a fibrotic nodule of 
DC, the specimen was sent to the Soft 
Tissue. Branch of the Armed Forces Insti- 
tute of. Pathology. Findings there con- 
firmed that it was an active nodule asso- 
ciated with DC. 


Electron Microscopic Findings 


The tissue specimen from the first biop- 
sy was taken out of paraffin and cleaned 
with xylol and alcohols so it could be 
stained with osmie acid. It was then 
treated with aleohols and embedded in 
plastic for examination by eleetron mieros- 
copy. A portion of the second biopsy speci- 
men was prepared directly for electron 
microscopy by the usual method. Several 
features of myofibroblasts were seen on 
electron microscopy, Intracytoplasmic mi- 
crofilments were. present (Fig 4). The 
microfilaments were grouped in. bundles 
and contained numerous electron-dense 
areas as are seen in smooth-muscle cells. 
Many cell nuclei were often indented hy 
one or more transverse folds or constric- 
tions, which wgre often in pairs on.opposite 
sides of the feus {Fig 5). The extracellu- 
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Fig 1.—Fibrotic band, fourth digit, puckering of palmar crease, and subcutaneous 


nodules (arrow to site of biopsy). 





Fig 2.—Two well-circumscribed subcutaneous tumor masses (hematoxylin-eosin, origi- 


nal magnification x 35). 


lar substance was largely composed of col- 
lagen fibers. These findings confirmed the 
presence of myofibroblasts in this speci- 
men. 


COMMENT 


The first description of the typical 
hand deformity seen in DC is attrib- 
uted to Plater in 1614.** Other authors 
also reported on DC in, subsequent 
years; however, it Was n\med after 
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Baron Guillaume Dupuytren, who 
published his report? of this condition 
in 1834. 

The disease incidence in the general 
population has been determined in 
many studies*'*"' and varies between 
1% and 3%. It is seen most often in 
white persons, with those of Euro- 
pean, partieularly Celtie, descent be- 
ing most commonly affected." 
Hueston" believed the wide variety of 


statistics relating to sex incidence" 
reflects the fact that the disease 
seems to progress more slowly and 
with less contracture in women. 
Women tolerate the condition better 
than men and are not encountered as 
frequently in clinical studies, especial- 
ly those based on surgical statistics.” 
In his recent study, Mikkelsen' also 
found this disproportionately high 
male preponderance in the surgical 
group, supporting Hueston's concept. 

The age of onset has generally been 
reported to be between 30 and 50 
years,’ and the disease is more likely 
to develop as age increases. However, 
in Mikkelsen’s retrospective study, he 
notes that one woman and two men 
stated that their disease began before 
the age of 10 years, and he also had 
several patients whose disease process 
began after the age of 80 years.” 

The earliest and most well-recog- 
nized symptom of the disease is pal- 
mar nodules.*5-*:*'* One recent study 
states that this is the first complaint 
in 90% of patients,^ and most studies 
agree with this figure, the range 
being between 75% and 95%. The most 
commonly involved digits are the 
three ulnar fingers, with the ring fin- 
ger showing the highest frequency of 
contracture. 

The course of the disease has been 
studied using several different stag- 
ing criteria. The most clinically useful 
criteria for the dermatologist categor- 
izing the clinical and histopathologic 
events are the three stages delineated 
by Chin and McFarlane.’ They classify 
stage I as the presence of nodules 
only. Stage II, the active phase, is 
characterized by nodular thickening 
of the palmar fascia with associated 
joint contracture. This stage is usually 
associated with a history of less than 
three years of progressive joint con- 
tracture. Stage III, the advanced 
phase, is associated clinically with a 
diffuse fibrotic thickening of the pal- 
mar fascia. 

The need for referral for surgical 
intervention and amelioration of con- 
tracture can be easily and quickly 
evaluated in the physician’s office. 
The patient need only attempt to 
place his hand flat on a table top, palm 
down. If he is unable to do this, he has 
at least a 30-degree joint deformity 
and should be referred for considera- 
tion for surgical therapy." A repre- 
sentative review of several surgical 
techniques is presented by Viljanto'; 
therefore, the types of surgical inter- 
vention and comparative results will. 
not be discussed here. s 

Many factors and disease states 
have been associated with DC. Those 
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Fig 4.—Bundle of microfilaments within myofibroblast (arrow) (original magnification x 15,000). 


Fig 3.—Longitudinally cut nucleus (arrow) 
demonstrating crossbanding (hematoxy- 
lin-eosin, original magnification x 450). 
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Fig 5.—Extreme nuclear indentations (original magnification x 9,000). 


most firmly established in the litera- 
ture are a familial occurrence," a fre- 
quent coexistence of alcoholic cirrho- 
sis," an increased incidence of DC in 
patients with diabetes, and a sub- 
stantial incidence of DC in patients 
with chronic epilepsy." Other fac- 
tors quoted in the literature with 
varying degrees of statistical correla- 
tion are chronic lung disease, periar- 
throsis humeroscapularis, gout, trau- 
ma, and ulnar nerve damage. ?*! 
Other clinical features that have 
been linked with DC are knuckle pads, 
plantar fibromatosis, and Peyronie's 
disease," as was found in our patient. 
Most studies, including those cited 
frequently in the urologic literature, 
do show a 5% to 10% incidence of the 
concordance of these two fibrosing 
conditions****; however, this finding is 
not supported by Viljanto' in his 
review of the literature. 
Histopathologically, the two dis- 
eases may be contrasted as inflamma- 
tory vs noninflammatory fibrosing 
conditions.**** Peyronie’s disease be- 
gins as an inflammatory process with 
a lymphocytic and plasmacytie infil- 
trate occurring in the connective tis- 
sue. Over a period, this process is 
followed by fibrosis. In contrast, DC 
seems to be a orae od reactive 
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proliferation of fibroblasts that syn- 
thesize the broad parallel bands of 
collagen that characterize the late 
stage of DC. No inflammatory infil- 
trate is seen even early in the course 
of DC. Therefore, histopathologically, 
the two conditions seem unrelated and 
the reason for their presence in the 
same patient is not clearly under- 
stood. 

The concept that the process of con- 
traction in DC can be divided into 
three clinical stages may be extended 
to include histopathologic and electron 
microscopie findings. As discussed 
previously, according to the classifica- 
tion of Chin and McFarlane, stage I is 
characterized by palmar nodules only. 
Histopathologically, the nodules are 
located in the subeutaneous tissue or 
within the fascia. They are composed 
of proliferating spindle-shaped cells 
with irregular, hyperchromatic nuclei. 
There is no increased collagen in the 
nodules. Ultrastructurally, the cells 
are hyperplastic fibroblasts. They 
have smooth, elongated nuclei, irregu- 
lar cell borders, and hypertrophy of 
the rough endoplasmic reticulum and 
the Golgi apparatus. There is also an 
abundant  granulofibrillar deposit 
around the individual fibroblasts. No 
microfilaments are seen. 
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Stage II, the active phase, is histo- 
logically similar to stage I. However, 
the presence of myofibroblasts that 
characterize this disease stage on elec- 
tron microscopy may even be sus- 
pected on light microscopy. One fea- 
ture that suggests their presence is 
that the nuclei are often crossed by 
one to several fine basophilic lines 
(Fig 3). First, these ‘“crossbanded 
nuclei" usually appear swollen on ei- 
ther end and may take the form of a 
string of sausages. Second, the bun- 
dles of intracellular microfilaments 
that stain red with Masson trichrome 
are visible. These two microscopic 
findings correspond to the electron 
microscopic features of indentations 
of the nuclei and microfilaments in 
the cytoplasm, respectively.® 

Special stains reveal that the 
fibrous elements of the nodule stain 
differently from other fibroses. Sluit- 
er” stated that the tissue stained red 
with Mallory's stain, yellow with Van 
Gieson's stain, and red after the 
Azane stain. He associated these find- 
ings with an increased presence of 
acid mucopolysaccharides in DC nod- 
ules. In our case, Masson trichrome 
showed variable red and blue staining, 
which led to some confusion in inter- 
preting the nature of the process. 

Ultrastructurally, the cells that 
compose the nodules found in the 
active stage of DC consist predomi- 
nantly of myofibroblasts. These cells 
were first reported to be present in 
human granulation tissue by Manjo et 
al" in 1971, who proposed the name 
"myofibroblast." Several reasons 
prompted the use of this term. The 
cells contained the fibrillar system 
alluded to earlier as the red-staining 
microfilaments seen on tissue stained 
with Masson trichrome. They were 
also believed to be responsible for the 
contractile properties exhibited by 
granulation tissue when exposed in 
vitro to chemicals that stimulated con- 
traction of smooth muscle. The au- 
thors speculated at that time that 
these ultrastructurally characteristic 
cells were fibroblasts that had been 
modified to a cell type structurally 
and functionally close to smooth mus- 
cle. This concept is still held by most 
authors today. 

These authors subsequently ex- 
panded on and succinctly summarized 
the light and ultrastructural features 
of myofibroblasts in their study of DC 
nodules in 1972.° By electron micros- 
copy, they enumerated three distinc- 
tive properties. 

1. There was a fibrillar system in’, 
the cytoplasm composed of bundles of 
parallel microfilaments with dense. 
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zones resembling those of smooth 


muscle. These fibrils have been stud- 
ied in detail by electron mieroscopy 
and immunopathologically and have 
properties of actin filaments. In faet, 
Gabbiani et aP* showed that anti- 
smooth-muscle antibody, identified as 
an antiactin antibody, was bound to 
the fibroblasts seen in granulation 
tissue. 

2. There were nuclear deformations 
that are seen as deeply indented 
tradsverse folds or constrictions 
across the nuclear outline (Fig 5). Gab- 
biani et al** believed that these dem- 
onstrated the contractile properties of 
the cell and were associated with the 
crossbands seen under light micros- 
copy. 

3. Surface differences were also 
noted. These were of two types: cell- 
to-cell attachments usually consisting 
-of the macula adherens type of junc- 
tion, and cell membrane-to-stroma 
attachments that were generally of 
the basement lamina type. 

Since publication of these original 
reports of myofibroblasts seen in 
human granulation tissue,” there 
has been a plethora of reports further 
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describing their distinctive features 
and noting their presence in a variety 
of disease states. Although myofibro- 
blasts are found in the normal tissue 
of the human aorta," the numerous 
disorders characterized by their pres- 
ence include the reactive fibrotic pro- 
cesses of hypertrophie scars," burn 
scars,? keloids (W. D. James, MD, MC, 
USA; Charles Besanceney, MD, MC, 
USA; and R. B. Odom, MD, MC, USA; 
unpublished data, November 1978), 
fibrous tissue in the liver of patients 
with cirrhosis,” benign tumors of 
which the nodule of DC may be an 
entity, dermatofibroma, congenital 
generalized fibromatosis,^ atypical fi- 
broxanthoma,” and malignant tumors 
such as malignant fibrohistiocytie 
tumors," fibrosarcoma of the breast,” 
and pseudosarcoma of the skin/* 
Many of these entities involve a con- 
tractile process as part of their dis- 
tinctive clinical appearance. These 
cells then appear to be fibroblasts 
that, when subjected to a variety of 
still unidentified stimuli, become spe- 
cific, functionally modified fibroblas- 
tic variants with corresponding struc- 
tural changes that ean be identified 
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by histologic, immunologic, and elec- 
tron microscopic techniques. 

The third stage, or advanced stage 
of DC, is characterized by dense, 
fibrous connective tissue with few 
elongated cells. The collagen is seen to 
be oriented in broad parallel bands. 
Some myofibroblasts, as well as 
mature fibroblasts, can be identified 
in this stage. The stroma consists of 
mature collagen fibers. 

While the. previously mentioned 


‘clinicopathologic staging is useful, it 


certainly is not believed to be rigid, 
and considerable overlap in the vari- 
ous components may occur. 

Loeal biochemical abnormalities 
have been noted in DC tissue. Recent- 
ly, an abnormally. high concentration 


_of type HI collagen has been found in 


and around the nodules.’ This finding 
has also been noted in human granula- 
tion tissue. While a myriad of factors 
may account for this, the possibility is 
being. investigated that myofibro- 
blasts may be in part responsible for 
this altered environment. 
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Complement-Fixing Intercellular Antibodies 


in a Case of Cicatricial Pemphigoid 


Vijay Kumar, PhD; Charles Yarbrough, MD; Ernst H. Beutner, PhD 


* A patient with ocular and oral lesions, 
as well as cicatricial pemphigoid, had 
intercellular antibodies to a titer of 80 by 
indirect immunofluorescence (IF) micros- 
copy staining tests with her serum. These 
were identified as pemphigus-like anti- 
bodies, since direct IF microscopy indi- 
cated no intercellular IgG deposits. Com- 
plement IF microscopy tests of the serum 
gave a closely comparable titer (40) of 
intercellular antibodies. Since serum 
samples of patients with true pemphigus 
either fail to fix complement or have much 
lower complement fixation titers, the com- 
plement IF microscopy tests of patients’ 
serum samples may be of value in differ- 
entiating pemphigus-like antibodies from 
pemphigus antibodies. 

(Arch Dermatol 116:812-814, 1980) 


5o ir cipere against intercellular 
(IC) substances of stratified 
squamous epithelium can be found 
consistently in the serum samples of 
patients with active pemphigus as 
determined by indirect immunofluo- 
rescence (IF) microscopy tests on 
monkey esophagus as the antigenic 
substrate. Similar IC staining also 
occurs in skin biopsy specimens of 
patients with pemphigus when exam- 
ined by direct IF microscopy for IgG 
deposits. 

The immunoglobulin class of these 
autoantibodies is IgG and is found to 
be non-complement fixing in nature.’ 
Recently, Hashimoto et al and 
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Fig 1.—Direct immunofluorescence microscopy staining of section of gingival biopsy * 
specimen for C3 using goat anti-human C3 conjugate. Linear basement membrane zone 
staining of C3 was observed (fluorescein, x 200). 
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Fig 2.—Indirect immunofluorescence microscopy staining of monkey esophagus epithe- 
lium using 1:10 dilution of patient's serum and anti-IgG conjugate. Note intercellular 
staining (fluorescein, x 400). 


Fig 3.—Complement indirect immunofluorescence (IF) microscopy staining of monkey 
esophagus using 1:10 dilution of patient's serum, 1:20 dilution of normal human serum 
as source of complement, and anti-C3 conjugate to show reactions. Note intercellular 
staining comparable to pattern obtained by indirect IF microscopy (fluorescein, 
x 400). 
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Nishikawa and co-workers*? pub- 
lished a series of articles on the capac- 
ity for complement fixation by pem- 
phigus antibodies. In our experience, 
such complement-fixing IC antibodies 
fulfill the definition of pemphigus- 
like antibodies. That is, they fail to 
bind in vivo in perilesional areas, 
unlike true pemphigus antibodies." 
Such pemphigus-like antibodies have 
also been reported in cases of cicatri- 
cial pemphigoid by other investiga- 
tors’*; the complement-fixing activity 
of these antibodies has not received 
adequate attention. 

In this report, we describe a patient 
with oral and ocular lesions but no 
skin manifestations. The clinical diag- 
nosis, as well as the histologic and 
direct IF microscopy findings, were 
consistent with the diagnosis of cica- 
tricial pemphigoid. In addition, the 
patient’s serum had IC antibodies that 
fixed complement. 


REPORT OF A CASE 


A 51-year-old woman had painful ero- 
sions in the mouth, especially of the gingi- 
vae, of three to four months’ duration. 
Physical examination in November 1978 
indicated mild erosion and inflammation of 
the gingivae around many teeth and simi- 
lar changes over the inferior aspect of the 
lower eyelid. No buccal, mucosal lesions 
were noted, and she had never had cuta- 
neous or vaginal lesions. A diagnosis of 
desquamative gingivitis was made on the 
basis of light microscopie studies. At this 
time, the patient was given a mouthwash 
containing lidocaine hydrochloride, tetra- 
eycline hydrochloride, and nystatin, but her 
eondition showed no improvement. On 
physical examination one month later, a 
gingival biopsy specimen was taken for 
direct IF microscopy studies. These indi- 
cated basement membrane zone deposits of 
IgG, IgA, and C3 but no intercellular de- 
posits of IgG or complement. Based on the 
clinical, histologic, and direct IF micros- 
copy findings, a diagnosis of cicatricial 
pemphigoid was made. The patient began 
receiving oral prednisone (40 mg/day). 
After six weeks, the patient had much less 
pain in her mouth, but she exhibited bilat- 
eral inferior conjunctival erythema of a 
mild degree without blistering or scarring 
at that time. 


METHODS 


A punch biopsy specimen of the gingiva 
from a perilesional area was placed in the 
transport medium of Michel et al* for han- 
dling at ambient temperatures for direct 
IF mieroscopy studies. Serum separated 
from a clotted blood specimen taken at the 
same time was tested for antiepithelial 
antibodies. Direct and indirect IF micros- 
eopy tests were performed by standard 
procedure." The characteristics and use 
dilutions of the conjugate employed in the 
IF microscopy studies were as follows: (1) 
anti-IgG far fluorescence/protein (F/ 


Intercellular Antibodies—Kumar et al 813 











P), 4:0; antibody content, 8 units/mL; dilu- 
tion, 1:32, (2) anti-IgA molar E/P, 6:6; 
antibody content, 2 units/mL; dilution, 1:8, 
(8) anti-IgM molar F/P, 2:2; antibody eon- 
lent, 2 units/mL; dilution, L8, (4) anti- 
fibrin molar F/P, 0:9; antibody content, 2 
units/mL; dilution, 1:8; and (5) anti-com- 
plement C3 F/P, 2:4; antibody content, 2 
units/mL; dilution, 1:8. After washing the 
biopsy specimen in-the washing buffer, 15 
frozen sections, cut in a cryostat at 4 um, 
were stained respectively for IgG, IgA, 
IgM, C3, and fibrin deposits, and examined 
with a fluorescence microscope with sub- 
stage HBO-200 illumination using both 
ultraviolet and blue. violet illumination. 
Indirect IF microscopy tests for antibodies 
in the patient’s serum were. performed 
employing 4-um-thick monkey esophagus 
sections as the antigenic substrate and 
fluorescein | isothiocyanate-labeled anti- 
IgG as the conjugate. The eomplement IF 
microscopy test was performed by treat- 
ment with the patient's serum followed by 
treatment with a 1:20 dilution of fresh 
normal human serum in tris buffer con- 
taining calcium and magnesium as the 
source of the complement. followed by 
staining with anti-C3 conjugate.” 


RESULTS 


Direct IF microscopy studies of the 
~-perilesional gingival biopsy specimen 
indicated the deposition of IgG, IgA, 
and complement C3 in the basement 
membrane zone with a linear pattern 
(Fig 1). Indirect IF mieroscopy studies 
showed the presence of circulating IC 
antibodies of IgG class to a titer of 80 
(Fig 2). These antibodies remained 
after the serum was absorbed with 
blood group substances and retested 
by indireet IF mieroscopy. However, 
when the serum was further tested by 
complement IF microscopy, it was 
found that the titer (40) of comple- 
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fer substantially from. the titer as 
determined by indirect IF microscopy 
(Fig 3). 


COMMENT 


Since the direct IF microscopy find- 
ings in the gingival biopsy specimen 
of this patient indicated only base- 


ment membrane zone staining for 


IgG, IgA, and C3, but no intercellular 
deposits of IgG, or other Ig or C 
components, the intercellular anti- 
bodies in the serum of this patient are 
pemphigus-like antibodies ‘according 
to the most widely accepted use of this 
term." Importantly, this interpreta- 
tion is consistent with the clinical, 
histologic, and other direct IF micros- 
copy findings in this case that clearly 
point to a diagnosis of cicatricial pem- 
phigoid, The additional finding that 
the complement-fixing intercellular 
antibodies appeared in essentially the 
same titer as the ones detected by 
indirect IF microscopy test affords a 
valuable clue; notably, pemphigus-like 
antibodies can be distinguished from 
true pemphigus antibodies not only by 
their failure to bind in vivo but also by 
their capacity to fix complement. Oth- 
er observations that point to the same 
conelusion include the findings that 
complement is not required for the 
induction of acantholytic lesions by 
pemphigus antibodies in tissue cul- 
ture,’ previous reports that true pem- 
phigus antibodies fail to fix comple- 
ment, the failure to find complement 
deposits in the intercellular areas of 


perilesional skin biopsy specimens. 


from pemphigus patients," and the 


recent finding in our laboratories that 
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ment-fixing IC antibodies did not dif- 





antigen in mucosal explants, but pem- 
phigus-like antibodies fail to do so. 
The findings of Amos et al'* are con- 
sistent with the latter observations. 
Some, but not all, documented pem- 
phigus-like antibodies seem to give 
positive complement IF microscopy 
reactions. Nevertheless, positive find- 
ings of complement-fixing: IC anti- 
bodies in titers comparable with those 
seen by indirect IF microscopy tests 
does afford a useful method forthe 
identification of pemphigus-like anti- 
bodies. p 

"The occurrence of pemphigus-like 
antibodies in.cases of cicatricial pem- 
phigoid has also been described by 
other investigators. Cram et al 
reported two cases with circulating IC 
antibodies. Similarly, Heine et al 
reported a case of bullous pemphigoid 
with no evidence of pemphigus but 
with circulating IC antibodies. The 
binding of these IC antibodies was not 


‘inhibited in their blocking studies 


with IC antibodies in serum samples 


"from pemphigus patients." This pro- 


vides further evidence for the distinc- 


tiveness of pemphigus-like antibodies 


from true pemphigus antibodies. Un- 
til and unless it can be shown that a 
patient with consistent findings of 
comparable indirect and complement 
IF microscopy titers of IC antibodies 
also has IC deposits of IgG in perile- 
Sional areas (as well as histologic and 
clinical signs of pemphigus), it is not 
justified to suggest as Hashimoto et 
al? and Nishikawa and associates** do 
that the complement-fixing IC anti- 
bodies bind in vivo or contribute to the 
pathogenesis of pemphigus. 
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Pemphigus Foliaceus Resembling 
Eruptive Seborrheic Keratoses 


Nancy Bruckner, MD; Ronald A. Katz, MD; Antoinette F. Hood, MD 


* A 78-year-old man had an acute erup- 
tion of lesions that clinically resembled 
seborrheic keratoses. Microscopic exam- 
ination of the lesions indicated acantholy- 
sis and dyskeratosis primarily in the gran- 
ular layer. The patient's serum contained 
antibodies to intercellular substance. Di- 
rect immunofluorescence microscopy of 
a lesion demonstrated immunoglobulin 
deposition in the intercellular areas. 
Treatment with oral prednisone produced 
rapid resolution of the lesions. Patients in 
whom eruptive seborrheic keratoses (Les- 
er-Trélat sign) develop should have histo- 
logical examination of their lesions to rule 
out the diagnosis of pemphigus folia- 


ceus. 
(Arch Dermatol 116:815-816, 1980) 
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Fig 1.—Numerous hyperpigmented lesions scattered over back. 


emphigus foliaceus is an uncom- 

mon acantholytic disease with 
diagnostie histology and characteris- 
tic findings on immunofluorescence 
microscopy. The clinical presentation 
of the disease, however, is variable 
and may mimic seborrheic dermatitis 
or lupus erythematosus. Individual 
lesions may show erythema with des- 
quamation, superficial erosions with 
or without crusts, or appear as small 
flaccid bullae. We have observed a 
patient with pemphigus foliaceus 
whose disease presented with the 
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. Two of biopsy specimen sites are indicated (arrows). 
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acute onset of numerous discrete, 
hyperpigmented, hyperkeratotie le- 
sions that clinieally resembled se- 
borrheic keratoses. 


REPORT OF A CASE 


A 78-year-old man was seen for evalua- 
tion of a pruritic eruption involving the 
face and trunk. The skin lesions had been 
present for at least one year and were 
gradually increasing in number. The 
patient's general health was good. His 
medications included gitalin and desic- 
cated thyroid daily, and meclizine hydro- 
chloride occasionally. Six months previous- 
ly, he had been admitted to another insti- 
tution with the diagnosis of Leser-Trélat 
sign. A workup at that time indicated no 
evidence of malignancy or serious underly- 
ing disease. 
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Fig 3.—Biopsy specimen showing hyperkeratosis, acanthosis, 
and acantholysis (hematoxylin-eosin, x 100). 


Pertinent physical findings were limited 
to the skin. Scattered over the face, trunk, 
and groin were approximately 200 sharply 
demarcated, elevated, hyperpigmented, 
hyperkeratotic lesions ranging in size from 
3 to 10 mm. The lesions tended to follow 
skin cleavage lines on the back (Fig 1) and 
were confluent over the malar areas of the 
face and in the groins. Most lesions were 
clinically indistinguishable from seborrheic 
keratoses (Fig 2). A few lesions, however, 
were eroded and erythematous. 

The ESR was slightly elevated. Complete 
blood cell count was normal; fluorescent 
antinuclear antibody and VDRL test 
results were negative. 

Biopsy specimens were obtained from 
lesions on the face and trunk. Areas on 
which biopsies were done included typical 
seborrheic keratoses as well as those that 
were erythematous and eroded. In all spec- 
imens there was hyperkeratosis, acantho- 
sis, and superficial acantholysis with cleft 
formation in or iramediately below the 
granular layer. Focal suprabasilar clefting 
was present in one specimen (Fig 3). Dys- 
keratotic granular cells and follicular plug- 
ging were prominent features in two spec- 
imens. In one clinically typical seborrheic 
keratosis there was notable acanthosis 
with broad bands of interlacing basaloid 
cells and both horn cysts and pseudohorn 
cysts. Superficial acantholysis occurred in 
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Fig 4.—Patient's back after treatment. Many lesions have 


: acd F um 


resolved, leaving macular hyperpigmentation. 


the epidermis lining the horn cysts. A 
sparse to moderately heavy mononuclear 
cell infiltrate was present in the papillary 
and upper reticular dermis. 

Direct immunofluorescence microscopy 
of a lesion showed intercellular deposition 
of IgG throughout the epidermis. Indirect 
immunofluorescence microscopy per- 
formed with the patient's serum after 
absorption to remove AB blood group anti- 
bodies was positive for intercellular anti- 
bodies at a dilution of 1:160. 

Application of 0.1% haleinonide cream 
three times daily produced some decrease 
in pruritus and erythema. Oral prednisone 
(60 mg) given on alternate mornings pro- 
duced clearing of about 65% of the lesions 
within two weeks, leaving postinflammato- 
ry macular hyperpigmentation (Fig 4). The 
remaining 35% of the lesions appeared 
unaffected by prednisone. A biopsy speci- 
men of a remaining lesion showed typical 
findings of a seborrheic keratosis, without 
acantholysis or dyskeratosis. Indirect im- 
munofluorescence microscopy, repeated 


two months after the institution of predni- - 


sone therapy, was positive with a 


decreased titer (1:80). 
COMMENT 


The complete resolution of most of 
our patient’s lesions with prednisone 
therapy (with the remainder appar- 
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ently unaffected) indicates that this 


patient had two kinds of skin 


lesions—seborrheic keratoses (predni- 
sone-resistant) and seborrheic kerato- 
sis-like lesions of pemphigus foliaceus 
(prednisone-responsive). Whether or 
not some of the true seborrheic kera- 
toses lesions may also have had super- 
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is not known. 

When this patient was first seen, he 
was considered to have the “sign of 
Leser-Trélat,” the sudden appearance 
of multiple pruritic seborrheic kera- 
toses on previously unblemished skin, 
a harbinger of possible internal malig- 
nant neoplasm.’* In retrospect, his 
newly erupted pruritic lesions were an 
unusual form of pemphigus foliaceus, 
bearing a close resemblance to seb- 
orrheic keratoses. It is suggested that 
patients who seem to have Leser- 
Trélat sign should have biopsy speci- 
men confirmation of the diagnosis. 
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- Review Article 


Nicholas J. Lowe, MD, MRCP 


rnithine decarboxylase (ODC) lev- 
CAZ el and the levels of its biosyn- 
thetic product, putrescine, are ele- 
ated in various proliferative cell sys- 
ems, Furthermore, numerous studies 
have indicated that the polyamine bio- 
synthetic enzymes ODC and S-adeno- 
-sylmethionine decarboxylase (SAMD) 
are implicated in neoplastic growth?” 
Jn adult mouse epidermis, very high 
-levels of induction of ODC may be 
obtained by application of certain 
-phorbol esters,*^ and more recently it 
‘has been shown. that irradiation of 
. adult hairless mouse skin with ultravi- 

olet energy (UVL) in the sunburn 
range will also induce similar high 
levels of ODC.** 

A smaller increase: of. epidermal 
-ODC activity was found in the epider- 
mis of patients suffering from psoria- 
-sis.by Russell et.al.* Elevation of epi- 
dermal ODC level has also been found 
inthe skin of rats subjected to hair 
plucking and in rats that were fed 
high-protein diets. The purpose of 
this review, therefore, is to discuss 


‘polyamine biosynthetic enzymes. and 
polyamines and to comment on their 
“potential association with epidermal 


Accepted for publication Dec 12, 1979. 
From the Division of Dermatology, University 
< of California Sehool.of Medicine, Los Angeles. 
Reprint requests to the Division of Dermatolo- 
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some recent studies of epidermal 


Polyamines, Cell Proliferation, 
and Tumor Promotion : 


proliferation and with. malignant: 


transformation. 


A BRIEF HISTORY 
OF THE POLYAMINES 


The polyamines are low-moleeular- . 
weight aliphatic nonprotein nitro-. 
genous bases. Putrescine and cadaver- 
ine are simple diamines. Spermidine. 
and spermine are aminopropyl deri- 


vatives. Their chemical structures and 


schematic biosynthesis are shown in. 


the Figure. Crystals of spermine phos- 
phate were discovered in 1677 by Van 
Leeuwenhoek while studying human 
semen, hence the term "spermine." 


: The recent research history of 


polyamines is relevant to this discus- 
sion and was fully reviewed by Tabor 
and Tabor in 1976." ... 
Some of the history may be summa- 
rized as follows: 
accepted that diamines and- polya- 


mines are absolute requirements for. 


growth in microorganisms. The con- 


centrations of these amines and their. 


biosynthetic enzymes are high in pro- 
liferating animal tissues and increase 


rapidly when growth or differentia- 
tion is induced in previously resting | 


cells. It has been observed that 
polyamine biosynthesis is intimately 
related to macromolecular synthesis 
during growth. Some believe that 
increased polyamine biosynthesis is a 
necessary event prior to any increase 
of macromolecular biosynthesis and 
that polyamine biosynthesis controls 


it is generally. 


Epidermal Ornithine Decarboxylase, 


nucleic acid synthesis. This hypothesis 
remains to be proven, however. 

The polyamines are ubiquitous in 
biological materials, but their concen- 
trations vary greatly in different 
cells. Ornithine decarboxylase activity 
is normally very low or not measur- 
able in resting eells, but it is higher in 


some. rapidly proliferating cells such 


as regenerating liver cells after hepa- 


` tectomy in malignant growths and 


after dibutyl cyclic adenosine mono- 
phosphate stimulation." 


SITUATIONS ASSOCIATED. 
WITH INCREASED EPIDERMAL: 
OBC OR POLYAMINE 
BIOSYNTHETIC ACTIVITY 
Psoriasis 


Psoriasis may be described as a 
benign proliferative epidermal dis- 
ease. When compared with normal 


‘epidermis from subjects without pso- 


riasis, both involved epidermis and 


uninvolved epidermis from patients 


with psoriasis show an increase in the 
numbers of proliferating epidermal 
cells? It is presumed. that this 
ineréase in epidermal. cell prolifer- 
ation isan essential component of the 
pathophysiology of psoriasis. 

Recent studies have shown that 
there are elevated spermidine and 
spermine levels in. the blood of 
patients with psoriasis." The average 
spermidine concentration in the blood V 
of individuals with psoriasis was twice 
that of control subjects, with the aver- * 
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with psoriasis was carried out by Rus- 


sell et al* who studied putrescine, ; 
spermidine, and spermine levels in 
epidermal strips and. measured epi- 


dermal ODC and SAMD activity. They 
found that putrescine, spermidine, 
and spermine levels were higher in 
involved than in uninvolved epidermis 
of patients with psoriasis. Interest- 


_ ingly, they were higher in uninvolved 
psoriatic epidermis than in normal 
“epidermis. There was also higher. uri- 


nary excretion of polyamines from 
patients with. psoriasis than from 


. normal subjects. The activity of ODC 
“was approximately sixfold higher in 


affected skin than in involved vs ünin- 
volved skin. Russell et al showed that 
treatment with a topical corticoste- 
roid (diflorasone diacetate) prior to 
taking epidermal samples resulted in 
inhibition of ODC. They also found 
that putrescine and spermidine stimu- 


ated SAMD production and epider- 


mal ODC aetivity showed a modest 
"inerease in uninvolved psoriatie epi- 


.À more recent investigation of 


‘dermis vs epiddrmis from a normal 
‘subject,’ 

Previous workers had found an 
‘increased arginase activity in psoria- 
tie skin," and it may be that this 


-elevated arginase activity in psoriasis 


provides increased quantities of orni- 
‘thine as a substrate for the increased 
polyamine biosynthesis. Also, the inhi- 
bition of polyamine. biosynthetic en- 
zymes. in lesional epidermis by treat- 
ment with corticosteroids would seem 
consistent with investigations that 
showed inhibition of wound-induced 
epidermal ODC activity in rat epider- 
mis due to corticosteroid treatment 


(betamethasone sodium phosphate).'* 


"However, this study showed more of à 

delayed response of wound-induced 
epidermal ODC following corticoste- 
roid therapy than an actual total inhi- 
bition of enzyme activity.” 

Russell et a commented that 
future studies using several time 
points in the course of psoriasis would 
be required to evaluate further the 
effects of steroids on the epidermal 
ODC enzyme system in psoriasis. 

Ornithine decarboxylase is thought 
to be induced specifically during the 
late G, phase.of the cell cycle in 


synchronized’ Chinese hamster lung 
fibroblasts, and it has been shown 
that corticosteroids are able to block: 
epidermal cells in the G, and G, phase 
of the cell cycle.“ Perhaps one mecha- 
nism of this action is by inhibition of 
ODC during the G, phase of the cell 
cycle. 

It remains to be seen whether the 
increased level of polyamine biosyn- 
thesis in psoriasis is a primary event 
or merely a secondary event in the 
pathogenesis of psoriatic epidermal... 
proliferation, reflecting. perhaps a 
greater number of proliferating epi- 
dermal cells: Also, the relationship of 
these polyamine. abnormalities to ab- 
normalities of cyclic nucleotides and. 
prostaglandin biosynthesis in psoria- 


-sis remains to be elucidated. 


Hair Plucking and Epidermal ooe E 


Morrison and Goldsmith have re- 
cently shown that increases of epider- 
mal ODC activity (approximately two- 
fold to tenfold higher than control 
levels) may be produced in young rat 
epidermis and dermis following hair 


“plucking.” The levels induced by hair. 
plucking seem to be of similar magnis 
tude to that found in the benign - 


hyperproliferation of psoriatic epider- 
mis. It is of interest that the increase 
in epidermal ODC after hair plucking | 
occurred four hours after plucking, 
This is considerably sooner than th 





earliest reported increases in matrix 
cell labeling indexes after hair pluck- 


ing. ud f 
Effects of Dietary Protein 
on Epidermal ODC 


': Morrison and Goldsmith’ also stud-..- 
ied the effects of dietary content of: 


protein on. epidermal ODC. They. Ü 


found that rats that had been fed a 
low-protein diet had a substantial 
reduction of epidermal ODC activity... 
The reduction of epidermal ODC was... 
restored to normal two days after the - 
animals were receiving.a diet higher 


in protein. Interestingly, these work- '' 


ers also found: that epidermal ODC: 
activity was high in 2- to 5-day-old 
rats and declined steadily thereafter. 
Thus, it may be that there is a 
décreasing ability to induce epidermal 
ODC with increasing age, at least in 
rats, Perhaps such a system might be 
used to study further some mecha- 
nisms of tissue aging. i 


induction of Epidermal ODC 
by Tumor-Promoting Agents 


It has been suggested that epider- 


.mal ODC induction is the critical com- 


ponent of a tumor phenotype in epi- 
dermal cells tBiat'is produced by cer- 
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tain phorbol ester tumor-promoting 
agents^ O'Brien et. al proposed that 
. there is a deletion of à gene by the 
action of a tumor initiator. This 
deleted gene may be responsible for 
controlling ODC activity, so that in 
the. initiated cells after promoter 
‘treatment, a markedly elevated level 
f ODC becomes evident. O'Brien et al 
and Lowe et al found that a single 
topical application of 17 nmole of 
.tetradeeanoyl-phorbol-f-acetate re- 
sults in a rapid transient increase in 
mouse epidermal ODC activity.** The 
activity increased 200 to 400 times 
four; hours after treatment and 
returned to control levels within 12 
hours. These changes occurred much 
‘sooner than any subsequent increase 
in. epidermal DNA synthesis. The 
stimulation of another polyamine bio- 
synthetic enzyme, SAMD, was less 
pronounced, and the peak of activity, 
Sowhieh was only increased sixfold. to 
sevenfold, occurred between nine and 
57.12 hours after tetradecanoyl-phorbol- 
..f-acetate application. The return to 
control levels required 96 hours or 
longer. These workers also showed 
that the induction of epidermal ODC 
was largely prevented by pretreat- 
ment of mouse skin with eyclohexi- 
mide and azacitidine. They suggested 
that specific messenger RNAs. are 
synthesized and that translation re- 
“sulted in increased ODC activity. 
In some tissues, elevated ODC 
activity plus increased SAMD activity 
is an event associated with cell prolif- 
. eration. However, it has been shown 
-that acetic acid, which’produces epi- 
dermal cell proliferation with in- 
creased RNA, protein, and DNA syn- 
thesis, fails to induce ODC activity. 
‘Acetic acid, however, did cause an 
increase in SAMD activity. The 
SAMD induction, therefore, may be 
associated with any epidermal hyper- 
plasia, but the stimulation of epider- 


= promoters. 

^ Interesting work on the effects of 
retinoid agents on the tumor-promot- 
ing ability of tetradecanoyl-phorbol- 


Verma and Boutwell” reported that 
the application of tretinoin to mouse 
skin prior to application of tetradeca- 
noyl-phorbol-f-acetate produced a 
dramatic inhibition of epidermal ODC 
_activity induced by tetradecanoyl- 
phorbol-f-acetate. The degree of this 
inhibition was dependent on the dose 
and time of application of tretinoin. 
In contrast, treatment with tretinoin 
‘did not significantly suppress SAMD 
. activity induced by tatradecanoyl- 
phorbol-B-acetate. In a further series 
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mal ODC may be specific only for 


` B-acetate has recently been published. . 


“of experiments, Verma and Boutwell - 
showed that the application of treti- 


noin prior to the application of 
tumor-promoting tetradecanoyl-phor- 
bol-B-acetate substantially reduced 
the number of papillomas produced 
per mouse.” They also found that if 
the tretinoin treatment was delayed 
until 24 hours after the tetradecanoyl- 
phorbol-f-acetate treatment, there 
was no suppression of skin papilloma 
formation. Application of tretinoin at 
various times in relation to the time of 
initiation with dimethylbenzanthra- 
cene did not alter the incidence of skin 
papillomas. Thus, it would seem that 
tretinoin is an inhibitor of epidermal 
ODC activity induced by tetradeca- 
noyl-phorbol-f-acetate and that treti- 
noin also reduces the frequency of 
skin papillomas formed by tetradeca- 
noyl-phorbol-f-acetate promotion. 
These workers suggested that the 
inhibition of epidermal ODC activity 
induced by tetradecanoyl-phorbol-f- 
acetate may be a useful indicator for 
screening anti-tumor-promoting 
properties of retinoid agents." 

The effects of anti-inflammatory 
agents on tumor-promoter-induced 
epidermal ODC activity. have been 
investigated. It has been shown by 
Verma et al that epidermal ODC 
activity induced by tetradecanoyl- 


phorbol-f-acetate is inhibited by prior - 


treatment with indomethacin. 2 One 
of the actions of indomethacin is to 
inhibit prostaglandin: biosynthesis. 
Anti-inflammatory _ corticosteroids 
(fluocinolone acetonide and. flucloro- 


nide) have been shown. to possess the. 
ability to.inhibit tumor promotion - 
when applied to mouse epidermis,” 


but initial experiments showed that 
corticosteroids. did. not inhibit the 
induction of epidermal ODC by. phor- 
bol esters. Mechanisms, other than 
ODC inhibition, therefore, are pre- 
sumably involved with corticosteroid 
effects. 


Induction of Epidermal ODC by UVL 


The effect of UVL on epidermal 
ODC has-been the subject of. recent: 


studies. These were done because of 


the apparent association of polyamine. 


biosynthesis with tumor promotion 
and cellular hyperplasia. It is well 
known that UVL is a potent carcino- 
gen and also produces epidermal 
hyperplasia. 

Irradiation of hairless mice with 
UVL mainly in the sunburn range 
(UV-B) (290 to 320 nm) results in-a 
dramatic increase in epidermal ODC 
activity. A substantial increase in 
enzyme activity was observed as early 
as two hours following. UV-B expo- 


tween 80 to 350 times above basal 
levels, occurred about 28 hours after 
treatment. Thereafter, ODC activity 
declined steadily, returning toward 
original levels after 48 hours following 
UV-B irradiation. The UV-B treat- 
ment also led to an increased activity 
of SAMD. The SAMD activity was 
inereased by six. hours and remained 
elevated 48 hours after exposure to 
UV-B. 

Incorporation of tritiated thymi- 
dine into epidermal DNA was initially 
depressed, and a fourfold increase 48 
hours after UV-B exposure was 
observed. Histologic examination of 
UV-B-treated skin revealed consider- 
able epidermal thickening within 48 
hours.*? 

In further studies, we found that 
induetion of epidermal ODC only 
occurred above levels that were ery- 
throgenic in humans or produced visi- 
ble edema or erythema in mice.’ It 
seems, then, that there is a quantita- 
tive threshold of UV-B irradiation 
below which induction of epidermal 
ODC fails to occur. It remains to be 
seen whether such UV dosages are 
“subcarcinogenic.” 

The UV-B-induced epidermal ODC 
activity was depressed by the treat- 
ment of mice with cycloheximide (not - 
commercially available in the United 
States), and the half-life of UV-B-in- 
duced ODC was found to be about 24 
minutes as determined by the decline 
of enzyme activity after cyclohexi- 
mide treatment.’ The half-life of the 


“enzyme in normal tissue has been 


found to be 17 minutes.’ Azacitidine, 
when applied to hairless mouse skin 
one hour before. UV-B. exposure, was 


-also found to substantially inhibit the 


UV-B induction of epidermal ODC; 

The finding. that UV-B-induced 
ODC ‘activity is depressed by treat- 
ment with cycloheximide, an inhibitor 
of protein synthesis, and by azaciti- 
dine, an inhibitor of nucleic acid syn- 
thesis, suggests that ODC activity 
may require de novo protein and RNA 
synthesis. 

The role of UVL radiation as a 
major causal factor in human skin 
cancer is well documented.” Evidence 
from animal studies indicates that 
UV-B is the most careinogenic region 
of the UV spectrum.” Exposure to 
UV-B radiation results in epidermal 
cell death, an increased mitotic index, 
erythema, an acceleration of macro- 
molecular synthesis," and accumula- 
tion of vasoactive substances such as 


prostaglandins.” "TN 


Do prostaglandins released follow- 
ing UV-B-eaused injury initiate ODC - 
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induction, or is it possible that 
“polyamines may modulate prostaglan- 
din biosynthesis? A role for E prosta- 
glandins in the induction of mouse 
epidermal ODC activity by tetradeca- 
noyl-phorbol-B-acetate has been sug- 
gested.” Furthermore, some in vivo 
studies have shown that epidermal 
DNA synthesis may be increased by 
“prostaglandins of the E series." It 
remains to be seen whether inhibitors 
of prostaglandin biosynthesis are able 
to protect against UV-B-induced epi- 
dermal ODC induction. 
The relevance of UV-B-induced epi- 
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dermal ODC activity to UVL careino- 7 


genesis is presently unknown. Is this 
increase in ODC enzyme activity a 
nonspecific response to the epidermal 
damage from UV-B or is it a possible 
biochemical marker for carcinogenesis 
as proposed by Boutwell" and by 
O'Brien? As noted previously, the 
most carcinogenic wavelengths of 
UVL lie in the UV-B range.” 

The effects of other UVL wave- 
lengths on polyamine biosynthesis are 
as yet unknown. Furthermore, it is 
not clearly: understood whether UV-B 
is an initiating, promoting, or com- 
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| an acne agent 
| so specific 


SO SPECIFIC, IT'S EFFECTIVE ALONE. 


Specific because it works 
the way acne works— 
from the inside out. 


Evidence to date suggests that 
Retin-A* (tretinoin) can partially 
reverse abnormal keratinization 
and reduce the adhesiveness of 
horny cells within the follicle; 
thus by keeping the follicle 
clear, Retin-A decreases the ac- 
cumulation of sebum, which 
inherently inhibits both the pro- 
liferation of P. acnes and the 
production of free fatty acids. 
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In a study of 127 patients’ with difficult-to-clear grades II 
and III acne, 8096 showed excellent to good results after 11 weeks 
of treatment with Retin-A 0.0196 Gel. There was: 


A 6696 reduction in papules 
A 6896 reduction in pustules 
A 7196 reduction in comedones 


Discontinuance due to erythema, irritation 
and peeling was only 1.596 
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„can be so versatile. 





SO VERSATILE, IT CAN BE USED EFFECTIVELY WITH ADJUNCTS: 





Retin-A* and benzoyl peroxide 
“Many patients with moderate to severe 
inflammatory acne may benefit from sequential 
treatment with tretinoin and benzoyl peroxide. 
This regimen combines the comedolytic 
properties of tretinoin with the antibacterial 


effect of benzoyl peroxide and, in many patients, 


obviates the need for systemic antibiotics.” 

The efficacy of benzoyl peroxide in 5% and 
10% concentrations appears to increase when 
used with tretinoin.’ 


* TRADEMARK. 

F Data on file, Dermatological Division, Ortho Pharmaceutical Corporation. 

E Congognitant topical medication should be used with caution because of 
possible interaction with tretinoin. Particular caution should be exercised in 
using preparations containing peeling agents (such as sulfur, resorcinol, 
benzoyl peroxide, or salicylic acid) with Retin-A. It also is advisable to "rest" a 
patient's skin until the effects of peeling agents subside before use of Retin-A 
is begun. 


Please see the following page for prescribing information. 


Retin-A* and topical antibiotics 

Tretinoin is clinically effective in inflammatory 
acne, particularly when combined with 
antimicrobial therapy.^? 


Retin ASL y 


(tretinoin) 
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SO SPECIFIC, 











Retin-A Gel 0.01% 


Available in an economical 
_» 45 gram tube, as wellas f 
the original 15 gram tube.* 





Retin-A 
Cream 0.05% 


Available in tubes of 
20 grams and 45 grams. 








Also available as: 





IT'S EFFECTIVE ALONE. 





- Retin-A Gel 0.025% 


tubes of 15 and 45 grams 





Retin-A Cream 0.1% 
tubes of 20 grams 





Retin-A Liquid 0.05% 


amber bottles of 28 ml 








Before prescribing, please consult com- 
plete product information, a summary of 
which follows: 

Indications: RETIN-A is indicated for topi- 
cal application in the treatment of acne 
vulgaris, primarily grades 1, I, and HI in 
which comedones, papules, and pustules 
predominate. It is not effective in most 
cases of severe pustular and deep cystic . 
nodular varieties (acne conglobata), 
Contraindications: Use of the product 
should be discontinued if hypersen- 
sitivity to any of the ingredients is 
noted. ; 

Warnings: Recent studies in hair- 
less albino mice süggest that tretinoin 


may accelerate the tumorigenic potential 


of ultra-violet radiation. Although the sig- 
nificance to man is not clear, pa- 
tients should avoid or minimize 
exposure to sun, Concomitant 
topical medication should be 
used with caution because of possi- 
ble interaction with tretinoin. Particular 
caution should be exercised in using prep- 
arations containing peeling agents (such 
as sulfur, resorcinol, benzoyl peroxide, 
or salicylic acid) with RETIN-A. It also is 
advisable to “rest” a patients skin until the 
effects of peeling agents subside before 
use of RETIN-A is begun. Exposure to sun- 
light, including sunlamps, should be 
minimized during the use of RETIN-A and 
patients with sunburn should be advised 
not to use the product until fully recovered 
because of heightened susceptibility to 
sunlight as a result of the use of tretinoin. 
Patients who may be requíred to have con- 
siderable sun exposure due to occupation 
and those with inherent sensitivity to the 
sun should exercise particular caution. Use 
of sunscreen products and protective 
clothing over treated areas may be prudent 
when exposure cannot be avoided. Other 
weather extremes, such as wind or cold, 
also may be irritating to patients under 
treatment with tretínoin, RETIN-A should 
be kept away from the eyes, the mouth, 
angles of the nose, and mucous mem- 


SO VERSATILE, IT CAN BE ? 
USED EFFECTIVELY WITH ADJUNCTS: - 





branes. Topical use may induce severe 
local erythema and peeling at the site. of 
application. If the degree of local irritation 
warrants, patients should be directed to 
use the medication less frequently, discon- 
tire use temporarily, or discontinue use 
altogether, Tretinoin has been reported to 
cause severe irritation on eczematous skin 
and should be used with utmost caution in 
patients with this condition. 
Precautions: Medicated or abrasive soaps — 
and cleansers, soaps and cosmetics that 
have a strong drying effect, and products 
with high concentrations of alcohol, astrin- 
gents, spices, or lime should be used with 
caution because of possible interaction 
with tretinoin. If medication is applied ex- 
cessively no more rapid or better results 
willbe obtained and marked redness, 
peeling, or discomfort may occur. 
How Supplied: RETIN-A Trademark 
(tretinoin) is supplied as: 
L A 0.025% Gel in tubes of 15 grams and 

45 grams, and 0.0196 Gel in tubes of 15 

grams and 45 grams, 
2. A 0.196 Cream in tubes of 20 grams and 

0.0596 Cream in tubes of 20 grams and 

45 grams. id 
3. A 0.05% Liquid in amber bottles con- E 

taining 28 ml. 


References: 1. Shalita AR, et al: Dermatol. 2: 
52, December 1979, 2. J. Invest. Dermatol. 

73 (no. 5)439, 1979. 3. Mills OH, Kligman AM: 
Acta. Derm. Venereol. 58:555, 1978. 


DERMATOLOGICAL DIVISION — ORTHO 
ORTHO PHARMACEUTICAL 
CORPORATION 


Raritan, New Jersey 08869 
a fohmonsfohmon Company 


LICHEN 


CHRONICUS 
THE CHALLENGE 
OF EXCORIATION 





he patient with lichen simplex 
is caught up in a vicious cycle 
Itching begets scratching and 
lichenification, leading to pruritus 
that begins the scratching again 
Patient concern over the disease 
only makes matters worse, as anxiety 
and emotional instability may be at 





e heart of the matter to begin with. 
o break the itch/scratch cycle, a 
botent antipruritic agent is called 
br, preferably one that can pene- 
rate the thickened skin and pro- 
ide prompt relief. And Lidex®-E 
fluocinonide) delivers. The demon- 
trated potency of fluocinonide 


relieves the itching to break the 
itch/scratch cycle, while its ernollient 
base is ideal for the lichenification 
that characterizes the disease. 

When you see dry, excoriated ster- 
oid-responsive lesions (with or with- 
out lichenification), think of Lidex-E. 
It has what's needed to do the job. 


LIDEX-E 
(FLUOCINONIDE) 
POTENCY 

IN A GENTLE 


EMOLLIENT 
BASE. 


Artist's interpretation ot free nerve endings in 
the epidermis; starting point for the itch 
scratch cycle that leads to the characteristic 
lichenification. of lichen simplex chronicus 
Meissners corpuscle is seen in dermal pa 
pilla at left. Please see next page for brief 
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POTENCY IN THE BASE 
OF YOUR CHOICE... 

IN YOUR CHOICE OF 
15,30 OR 60g. TUBES. 





CREAM OO5% 





OINTMENT O05% 


LIDEX'E LIDEX LIDEX 


(FLUOCINONIDE) (FLUOCINONIDE) (FLUOCINONIDE) 





CREAM O05% 





GEL 005% 


TOPSYN 


(FLUOCINONIDE, 





LIDEX*E (fluocinonide) 
Cream 0.05% 


Description LIDEX-E cream 0.05% contains the ac- 
tive compound fluocinonide. Fluocinonide, which 
is the 21-acetate ester of fluocinolone acetonide, 
has the chemical formula óa, 9-difluoro-118, 16a. 
17, 21-tetrahydroxypregna-1. 4-diene-3, 20-dione, 
cyclic 16, 17-acetal with acetone, 21-acetate 
LIDEX-E cream contains fluocinonide 0.5 mg /g. in 
a water-washable aqueous emollient base of 
stearyl alcohol, cetyl alcohol, mineral oil, prop- 
ylene glycol, sorbitan monostearate, polysorbate 
60, citric acid and purified water. 

Indications Inflammatory manifestations of corti- 
costeroid-responsive dermatoses. 
Contraindications Topical steroids are contrain- 
dicated in patients with a history of hypersensitiv- 
ity to any of the components of the preparation. 


Precautions If irritation develops, discontinue 


cream and institute appropriate therapy. 


In the presence of an infection, institute use of an 
appropriate antifungal or antibacterial agent. If a 
favorable response does not occur promptly, dis- 
continue the corticosteroid cream until the infec- 
tion has been adequately controlled 


If extensive areas are treated or if occlusive tech- 
nique is used, there will be increased systemic 
absorption of the corticosteroid and suitable pre- 
cautions should be taken. particularly in children 
and infants 


The satety of topical steroids in pregnant women 
has not absolutely been established. In laboratory 
animals, increases in incidences of fetal abnor- 
malities have been associated with exposure of 
gestating females to topical corticosteroids. in 
some cases at rather low dosage levels. Therefore. 
drugs of this class should not be used extensively 
on pregnant patients, in large amounts or for pro- 
longed periods of time 


LIDEX*-E (fluocinonide) cream is not for ophthc 
mic use 

Adverse Reactions Local adverse reactions r« 
ported with topical corticosteroids: burning, itcl 
ing. irritation, dryness, folliculitis, hypertrichosi 
acneform eruptions, hypopigmentation, perior 
dermatitis, allergic contact dermatitis, maceratic 
of the skin. secondary infection, skin atroph 
striae, miliaria 

Dosage and Administration Asmallamountshou 
be gently massaged into the affected area thre 
or four times daily, as needed d 
How Supplied 

LIDEX-E Cream 0.05% — 15, 30 and 60g. tubes. 
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| Palo Alto, Calitornia 94304 





INTRODUCING 


THE FIRST WATERPROOF SUNSCREEN. 


ONE APPLICATION PREVENTS SUNBURN FOR AN AVERAGE DAY OF SWIMMING. 


Johnson & Johnson was the first to bring you a 
water-resistant sunscreen. Now it's the first to bring you 
a sunscreen that's waterproop—SUNDOWN® Maximal 
Protection Sunscreen. 

SUNDOWN, with a unique new formulation of three 
screening agents, offers remarkable sunscreen protec- 
tion. Just one application protects with a Sun Protection 
Factor of 8 before and even after four 20-minute swims. 
That's the equivalent of an average day of swimming. 
Parents will especially appreciate the protection SUNDOWN 
offers their children over the age of one, who are often 
in and out of the water. 

Because SUNDOWN rubs on smoothly and evenly, the 


‘= 


NOT JUST WATER-RESISTANT 
WATERPROOF. 


(OCTYL DIMETHYL PABA) 7%, OCTYL SALICYLATE 5%, OXY- = 8/8 = 


skin is uniformly protected—with less chance of streaking. 
Like all SUNDOWN products, SUNDOWN 
Maximal Protection is compatible with dei 
Retin-A* tretinoin therapy. 
SUNDOWN Maximal Protection Sun- 
screen. For waterproof protection through 
an average day of swimming. Also avail- E 
able: SUNDOWN Extra Protection (SPF 6), 
SUNDOWN Moderate Protection (SPF 4). 


* TRADEMARK 
MAXIMAL PROTECTION SUNSCREEN CONTAINS: PADIMATE O 


BENZONE 2%, ALCOHOL 8.6%, IN AN EMOLLIENT BASE s On In And 


Ou Ore Voss 


SUNDOWN... nscreen 


MAXIMAL PROTECTION 
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Then: 


Physicians were practicing 
antibacterial therapy long 
before bacteria were discovered. 


More than 2,500 years ago, Chinese physicians applied poultices of moldy soybean 

curd to boils, carbuncles, and other infections of the skin and soft tissues. Like many other 
plant and soil substances used by ancient peoples, the poultices probably were a source 
of antibiotic-forming molds and bacteria. 


Briel Summary of Prescribing Information 


TEGOPEN® 
(cloxacillin sodium) 
Capsules and Oral Solution 


For complete information, consult Official Package Circular. 


INDICATIONS: 
M the principal indication for cloxacillin sodium is in the treatment of infections due to 
penicillinase-producing staphylococci, it may be used to initiate therapy in such patients in 
whom a staphylococcal infection is suspected. (See Important Note below.) 
- Bacteriologic studies to determine the causative organisms and their sensitivity to cloxacillin 
sodium should be performed. 


(12) 9/11/75 


IMPORTANT NOTE 

When it is judged necessary that treatment be initiated before definitive culture and sensitivity 
results are known, the choice of cloxacillin sodium should take into consideration the fact that it 
has been shown to be effective only in the treatment of infections caused by pneumococci, 
Group A beta-hemolytic streptococci, and penicillin G-resistant and penicillin G-sensitive 
staphylococci. If the bacteriology report later indicates the infection is due to an organism other 
than a TA G-resistant staphylococcus sensitive to cloxacillin sodium, the physician is 
advised to continue therapy with a drug other than cloxacillin sodium or any other penicillinase- 
resistant semi-synthetic penicillin. 





Copyright ©1980, Bristol Laboratories 


Recent studies have reported that the percentage of staphylococcal isolates resistant to 
penicillin G outside the hospital is increasing, approximating the high percentage of resistant 
staphylococcal isolates found in the hospital. For this reason, it is recommended that a 
penicillinase-resistant penicillin be used as initial therapy for any suspected staphylococcal 
infection until culture and sensitivity results are known. 

Cloxacillin sodium is a compound that acts through a mechanism similar to that of methicillin 
against penicillin G-resistant staphylococci. Strains of staphylococci resistant to methicillin 
have existed in nature and it is known that the number of these strains reported has been 
increasing. Such strains of staphylococci have been capable of producing serious disease, in 
some instances resulting in fatality. Because of this, there is concern that widespread use of the 
penicillinase-resistant penicillins may result in the appearance of an increasing number of 
SEC strains which are resistant to these penicillins. 

ethicillin-resistant strains are almost always resistant to all other penicillinase-resistant 
pomena (cross-resistance with cephalosporin derivatives also occurs frequently). 
esistance to any penicillinase-resistant penicillin should be interpreted as evidence of clinical 
resistance to all, in spite of the fact that minor variations in in vitro sensitivity may be 
encountered when more than one penicillinase-resistant penicillin is tested against the same 
strain of staphylococcus. 


CONTRAINDICATIONS: 
A history of a previous hypersensitivity reaction to any of the penicillins is a contraindication. 
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Tegopen 


rr A À TEET 





(cloxacillin sodium) 


' Tegopen is a specific for * IMPETIGO * FURUNCULOSIS 
staph infections of the skin — . SECONDARILY INFECTED 2nd CARBUNCLES 
and skin structures suchas: DERMATITIS * CELLULITIS 





COMPARE...The relative activity of Tegopen (cloxacillin sodium) 
and other antibiotics against staph. 





Tegopen 
(cloxacillin sodium) 


2 ; ae 


Antibiotic Activity Chart! 





d active against 96% of S aureus? 
A “a ie 


1. The clinical significance of the in vitro data in this chart is unknown. 2. Bac-Data Bacteriologic APO Professional Market Research, 1978-1979. 
980. 


3. Erynrompcin prescribing information, Physicians' Desk Reference, ed 34. Oradell, New Jersey, 
, Garner C, Wilcox C, et al: Susceptibility of Staphylococcus aureus and Staphylococcus epidermidis to 65 antibiotics. 


4. Sabath L 


edical Economics Publishing Co., 1 


Antimicrob Agents Chemother 9: 962-969, 1976. 5. Manufacturer's Data 1979: Ceclor (Cefaclor) Clinical Laboratory Studies. 


6. Special Note: Based on Manufacturer's 1979 recommended prices cefaclor is significantly more expensive than Tegopen. 


- legopen-Iodays Penicillin-for Today's Physician 


(cloxacillin sodium) 


WARNING: 

Serious and occasionally fatal hypersensitivity (anaphylactoid) reactions have been reported 
in patients on penicillin therapy. Although le ing is more frequent following parenteral 
therapy it has occurred in patients on oral penicillins. These reactions are more apt to occur in 
individuals with a history of — to multiple allergens. — ) 

There have been well documented reports of individuals with a history of penicillin 
hypersensitivity reactions who have experienced severe hypersensitivity reactions when 
treated with a cephalosporin. Before therapy with a penicillin, careful inquiry should be made 
concerning previous hypersensitivity reactions to penicillins, cephalosporins, and other 
allergens. If an allergic reaction occurs, the drug should be discontinued and the patient treated 
with the usual agents, e.g., pressor amines, antihistamines, and corticosteroids. 

Safety for use in pregnancy has not been established. 

ae PRECAUTIONS: 

The possibility of the occurrence of superinfections with mycotic organisms or other pathogens 

should be kept in mind when using this compound, as with other antibiotics. If superinfection 

occurs during Mere appropriate measures should be taken. : 

As with any potent drug, periodic assessment of organ system function, including renal, 
X hepatic, and hematopoietic, should be made during long-term therapy. 
250 ADVERSE REACTIONS: - 
Gastrointestinal disturbances, such as nausea, epigastric discomfort, flatulence, and loose 


stools, have been noted by some patients. Mildly elevated SGOT levels (less than 100 units) have 
been reported in a few patients for whom pretherapeutic determinations were not made. Skin 
rashes and allergic symptoms, including wheezing and sneezing, have occasionally been 
encountered. Eosinophilia, with or without overt allergic manifestations, has been noted in 
some patients during therapy. 

USUAL DOSAGE: 


Adults: 250 mg. q.6h. 

Children: 50 mg./ tend in equally divided doses q.6h. Children weighing more than 20 Kg. 
should be given the adult dose. Administer on empty stomach for maximum absorption. 

N.B.: INFECTIONS CAUSED BY GROUP A BETA-HEMOLYTIC STREPTOCOCCI SHOULD BE 
TREATED FOR AT LEAST 10 DAYS TO HELP PREVENT THE OCCURRENCE OF ACUTE RHEUMATIC 
FEVER OR ACUTE GLOMERULONEPHRITIS. 


SUPPLIED: 
Capsules—250 mg. in bottles of 100. 500 mg. in bottles of J00. 
Oral Solution—125 mg./5 ml. in 100 ml. and 200 ml. bottles. 


L4 
® Bristol Laboratories 
BRISTOL Division of Bristol-Myers Company 
Syracuse, New York 13201 
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“And against 


the calendar, too. 


In follow-up studies of hundreds of 
patients for up to 4 weeks after completion 
N .of therapy, an average of 9296 remained 


Clinically and mycologically clear. 


Dateline: Puerto Rico 
Even under the rigorous and 

adverse conditions of a hot, humid 

climate, MICATIN (miconazole 


nitrate) 2% cleared tinea pedis in 90% 


of 100 patients in a double-blind, 
placebo-controlled study.' 

Pruritus was relieved rapidly — 
for many of the patients, within the 
first 24 hours of therapy. 

Four weeks after the end of 
therapy, the patients who were 
cleared were reevaluated for clinical 
or mycological signs of recurrence. 
93% were still infection free. No 
adverse effects of the drug were 
noted. 


Dateline: Thailand 
The efficacy of MICATIN 
was further demonstrated in a 
randomized, double-blind 
study ’ of 140 patients with 
tinea corporis or tinea cruris. 
Again, MICATIN was 
remarkably successful: 81% 
of the patients responded 
*— to therapy. No adverse 
effects were reported. 









Dateline: U.S.A. 


In well-controlled, double-blind 
studies’ of over 200 patients with 
tinea pedis, * tinea corporis, * tinea 
cruris, * candidiasis and tinea 
versicolor, MICATIN (miconazole 
nitrate) 2% provided mycological 
clearance (KOH and culture) in 83% 
and clinical clearance or improve- 
ment in over 90% of patients. 

When the patients who were 
successfully treated and available for 
follow-up were evaluated two to four 
weeks later, 92% remained Clinically 
and mycologically clear. 

This record of MICATIN — in 
Puerto Rico, Thailand and in the 
U.S. — is proof of its usefulness in a 
wide variety of fungal infections. But 
there are more reasons than efficacy 
to prescribe it in your practice. 


within 72 hours. Side effects are 
few and isolated. And MICATIN is 
economical — its prescription 
price is usually lower than that 
of other Rx antifungals. 


Micdlin... 


(miconazole 
nitrate) 2% 





So effective the first time around, 


it's seldom needed a second. 


Symptomatic relief is rapid — usually 


Before prescribing, please con- 
sult complete product Informa- 
tlon, a summary of which 
follows: 

Indications: For topical application 
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Localized Multicentric Bowen’s Disease of the Scalp 


Ricardo G. Mora, MD; Henry W. Jolly, Jr, MD; Gary E. Vaughn, MD 


ocalized multicentric Bowen’s dis- 
ease of the genitalia has been 
reported previously, and in some 
instances, the disease has regressed 
spontaneously or with conservative 
therapy.' We describe a patient with 
Bowen’s disease in whom numerous 
lesions of the disease were confined 
solely to the scalp. 


Report of a Case 


A 54-year-old woman was first seen (by 
H.W.J.) in May 1976 complaining of a 
slowly enlarging but asymptomatic lesion 
on the scalp of ten years’ duration. She had 
been treated elsewhere two years earlier 
with griseofulvin and iodochlorhydroxy- 
quin without any response. 

The patient had had an unremarkable 
history; she had had no trauma to the scalp, 
previous x-ray therapy, arsenic ingestion, 
or substantial ultraviolet light exposure. 
Her only medication was conjugated 
estrogens. Her mother had died of carcino- 
ma of the colon at the age of 73 years, and 
her maternal grandfather had had skin 
cancer. 

On examination, there was a 2.5 x 3.75- 
em brown papular lesion of the left posteri- 
or parietal part of the scalp. There was no 
regional adenopathy. The remainder of the 
physical examination was unremarkable. A 
biopsy specimen of the scalp lesion 
revealed Bowen's disease. 

The lesion was treated with cryosurgery. 
At the same time, a second lesion, morpho- 
logically similar to the first, was noted. A 
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biopsy specimen of that lesion, posterior 
and inferior to the first, was also diagnosed 
as Bowen's disease. 

Due to the abundance of scalp hair, the 
entire occipital area was shaved for closer 
examination. Ten to 15 macular, tan 
lesions, varying in size from 3 to 15 mm, 
were evident (Figure). 

Each lesion was treated with cryosur- 
gery followed by twice-daily application of 
a 596 fluorouracil solution for one month. 
The patient was followed up closely, and 
one year later, lesions similar to the pre- 
viously treated lesions developed in the 
same area of the scalp. The new lesions 
were histologically verified as Bowen's dis- 
ease. 

She was treated as before, and all lesions 
cleared. Two additional lesions developed 
in May 1978. 


Comment 


Whether the lesions that developed 
after clearing of the treated lesions 
actually occurred de novo or were 
recurrences cannot be ascertained. We 
believed that pretreatment with cryo- 
surgery would eliminate the possibili- 
ty of hair-shaft invasion, thought to 
be a major cause of failure with use of 
topical fluorouracil.? Should new le- 
sions develop, our plan is to excise 
them using Mohs' microscopically con- 
trolled chemosurgery  (fresh-tissue 
technique), which would ensure re- 
moval and help answer the question 
posed earlier. 

Because Bowen's disease in nonex- 
posed areas is considered a marker for 
internal neoplasm in a variable per- 
centage of cases,'^ the patient was 
closely monitored. With no evident 
signs or symptoms, the number of 
studies needed, in light of our present 
state of knowledge, is unknown. 





Bowen's disease of scalp. Numerous 
lesions noted after shaving involved occip- 
ital area. 


According to Graham, the life expec- 
tancy of patients with Bowen's dis- 
ease is comparable to that of the gen- 
eral population. 


Charles F. Chapman assisted in preparing the 
article for publication. 
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Adenolymphoma of the Sweat Gland 


Michael Bergholz, MD; Michael Altmannsberger, MD; Prof Alfred Schauer 


his report concerns a case of a 

benign cystic axillary sweat gland 
tumor with intervening lymphoid tis- 
sue, structurally arranged as an ade- 
nolymphoma. This type of tumor has 
previously been encountered only in 
salivary glands. 


Report of a Case 


A healthy 56-year-old woman had an 
asymptomatic, deep-seated elastic nodule, 
6 cm in diameter, in the left axilla, that was 
found on routine examination. No other 
skin lesions were noted, and the patient 
had no associated signs of malignancy. 

On excision, the lesion was a well- 
defined cystic nodule, slightly firm, with a 
smooth surface and bluish-black color. The 
cut surfaces exposed cystic spaces and 
intercystic solid tissue. The larger cysts 
were filled with firm gelatinous material. 

Microscopically, the tumor showed an 
organoid growth of proliferating epithe- 
lium and lymphoid tissue (Fig 1). Single- 
layered, columnar, slightly oxyphilic epi- 
thelial cells lined multilocular cysts and 
formed tubules and small solid cords. Some 
cells had luminal tips with a “pinched off” 
appearance. Viewed under the electron 
microscope, the cells had papillary projec- 
tions on their luminal surfaces and numer- 
ous dark and light secretory granules in 
their apical portions. 

The secretory cells were situated on: a 
basement membrane or on elongated 
myoepithelial cells. The epithelial cells con- 
tained a large number of brownish gran- 
ules, some of which were PAS-positive. 

Cysts, tubules, and solid processes were 
arranged in convoluted patterns and sur- 
rounded by lymphoid tissue, which con- 
tained numerous lymph follicles with ger- 
minal centers and a reticulum with lym- 
phocytes, histiocytes, plasma cells, and 
immunoblasts. These morphologie details 
were similar to those of an adenolympho- 
ma of the salivary glands (Fig 2). No signs 
of a destructive inflammatory process 
were found. 


Comment 


The axillary tumor was excised on 
the suspicion that it might be a lymph 
node metastasis. Histologically, it con- 
sisted of epithelial and lymphoid ele- 
ments that were arranged in an or- 
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ganoid pattern. 

The epithelial tissue did not show 
atypia; it was separated from the lym- 
phoid portion by basement mem- 
branes and showed the cellular fea- 
tures of an apocrine secretory type of 
epithelium. 

The apocrine nature of the cells was 
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confirmed by our ultrastructural find- 
ings, which corresponded to those of 
apocrine hidrocystomas.! 
An additional morphologic feat 

of apocrine sweat gland tumors is the 
presence of pigment granules, located 
mainly in the apical portions of the 
cells.*? Remnants of a hair follicle or 
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Fig 1.—Adenolymphoma of axillary sweat gland (apocrine hidrocystadenolymphoma). 
Intercystic solid portion of tumor with epithelial tubules, microcysts, and lymphoid 
elements; note germinal center (hematoxylin-eosin, original magnification x 200). 


Fig 2.—Adenolymphoma of salivary gland with same arrangement of epithelial and 
lymphoid components as in Fig 1 (hematoxylin-eosin, original magnification x 160). 
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of its sebaceous appendage—elements 
usually associated with apocrine 
weat glands—could not be found in 
this lesion. 

Epithelial and lymphoid elements in 
this nodule were interrelated in a 
manner similar to that seen in adeno- 
lymphoma of the salivary glands (Fig 
2). The tumor, then, could be classified 


1. Gross BG: The fine structure of apocrine 
hidrocystoma. Arch Dermatol 92:706-712, 1965. 

2. Mehregan AH: Apocrine cystadenoma: A 
clinicopathologic study with special reference to 
the pigmented variety. Arch Dermatol 90:274- 
279, 1964. 


as an apocrine hidrocystadenolympho- 
ma. 

There are two theories concerning 
the morphogenesis of adenolympho- 
mas. According to the first theory, 
lymphatic cells accumulate in primary 
neoplastic tissue, possibly as a result 
of a concomitant hypersensitivity 
reaction.‘ The second theory is based 
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Occult Syringomas of Scalp Associated 


With Progressive Hair Loss 


Walter B. Shelley, MD, Margaret G. Wood, MD 


The odd, the queer, and the strange 

may not only be fascinating but 
instructive. This report suggests that 
clinically inapparent tumors of the 
sweat gland may exert a sort of terri- 
torial imperative with resultant clini- 
cal loss of hair. 


Report of a Case 


A 57-year-old woman had been receiving 
our care for the previous 22 years for an 
insidiously progressive diffuse loss of scalp 
hair. At the time of onset, the patient had 
had unusually luxuriant long blonde hair, 


^— and the loss was apparent only to her. She 


was in good health, the scalp and hair 
seemed clinically normal, and routine phys- 
ical examination results were normal. 
Upper and lower bowel roentgenograms 
and laboratory study results (including 
chemical studies using an automated mul- 
tiple analysis system; zinc, iron, triiodothy- 
ronine, thyroxine, and urine porphyrin 
determinations, and basophil count) were 
normal. Trials of low-dose dexamethasone 
(4 mg/day), liothyronine sodium (12.5 pg 
daily), and zinc sulfate (220 mg three times 
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= “ versity of Pennsylvania School of Medicine, Phil- 


adelphia. 
Reprints not available. 


Arch Dermatol—Vol 116, July 1980 


daily) were ineffective. 

With the passage of years, the entire 
scalp showed an obvious diffuse thinning 
of the hair. By 1966, the loss was severe; by 
1976, the follicles were about 2 mm apart, 
and she had lost more than 80% of her scalp 
hair. Axillary and pubie hair growth 
remained normal. 

A 2.5-em biopsy specimen of the posteri- 
or part of the scalp in 1976 revealed diffuse 
hair loss. Only a few functional terminal 
follicles were found, with most of these in 
the telogen phase. The entire section 
showed scattered cystic growths occupying 
the upper and middle portions of the der- 
mis (Fig 1 and 2). These cystic structures, 
lined by typical ductal epithelium, were 
situated in large islands of hyalinized 
tumor stroma characterized by thick col- 
lagen bundles. Elastic-tissue stain showed 
loss or clumping and fragmentation of 
elastic fibers within this stroma. No fungi 
were shown by Alcian blue-PAS stains, but 
there was a slight increase in the amount 
of ground substance in the upper and mid- 
dle portions of the dermis. Toluidine blue 
stains disclosed no substantial increase in 
the number of mast cells. A diagnosis of 
syringoma was made. 

A second 2.5-em biopsy specimen was 
taken two months later from the left side 
of the scalp, again from skin with no visible 
or palpable change other than hair thin- 


on the fact that epithelial inclusions of 
salivary gland tissue have been found 
in fetal preparotid lymph nodes, and 
that some adenolymphomas have a 
fibrous capsule, with subcapsular and 
medullary lymph sinuses, as remnants 
of a lymph gland.* The lesion we de- 
scribed had a fibrous capsule, but lymph 
sinuses were not demonstrated. 


papillary cystadenoma lymphomatosum (War- 
thin’s tumor) of the parotid salivary gland. Am J 
Pathol 26:807-829, 1950. 

6. Bernier JL, Bhaskar SN; Lymphoepithelial 
lesions of the salivary glands. Cancer 11:1156- 
1179, 1958. 


ning. This also showed diffuse syringoma. 
A control biopsy specimen of the left, 
anterior part of the chest showed complete- 
ly normal skin. Two prior biopsy specimens 
from other skin sites showed no syringoma 
(there had been an intradermal cellular 
nevus of the right thigh in 1964 and basal 
cell epithelioma of the left side of the 
forehead in 1976). 

The patient died in 1978 of an acute 
myocardial infarction, and an autopsy was 
not permitted. 


Comment 


Biopsy specimens of the normal- 
appearing scalp in patients experienc- 
ing diffuse hair loss are monotonously 
uninformative to the clinician. This 
example proved a remarkable excep- 
tion. The patient had an extensive yet 
clinically invisible tumor of the sweat 
gland, viz, a syringoma.' This of itself 
merits attention, since our knowledge 
of syringoma stems from gross papu- 
lar lesions subjected to histologic 
study. We are not aware of any 
reports of this fortuitous finding of 
clinically inapparent syringomas. 

Not only does the observation dem- 
onstrate again the value of histologic 
study, but it suggests to us that the 
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syringomatous change observed had a 
pathogenic role in the hair loss experi- 
enced by our patient. The histologi 
data from our five biopsy speciméns 
suggest that the syringomas were 
widespread in the scalp and not pres- 
ent elsewhere. Syringomas are tumors 
in which the intradermal mesenchy- 
mal change may be far more extensive 
than the adnexal epithelial change.’ 
We wish to propose that this mesen- 
chymal stromal change may eae 
on the follicular apparatus, itself 
another delicate interplay of epithelial 
and mesenchymal components.? Such 
a progressive encroachment either 
physically or biochemically could be 
expected to lead to a loss of the termi- 
nal hair. 

The literature is devoid of evidence 








SG ; d. 4 REA as for the idea that syringomas thin hair, 

Ne NN Same NIE OI à ES AE Oa since the clinically obvious syringo- 
Fig 1.—Skin from scalp. Note loss of functional terminal hair follicles. Ductal structures mas are usually seen in glabrous skin 
surrounded by dense connective tissue typical of syringoma are seen between remain- or in areas of sparse hair growth such 
ing follicles (hematoxylin-eosin, x 40). as the eyelid or chest.‘ However, we 


have another patient receiving our 
care in whom a nodule of the scalp 


developed with complete loss of the 
Fig 2.—High-power view of Fig 1. Note dense connective tissue and epithelial ductal overlying hair. Histologically, the nod- 
structure forming epithelial-mesenchymal tumor. Loose connective tissue of surround- ule proved to be a syringoma, and it 
ing dermis is seen beneath tumor and separates it from follicle at left, lateral part of was assumed that the scalp hairs were 


margin Swag anette ec! x 160). displaced by the tumor mass. 

^ * gif A The simplest view of our data is the 
| Wd wu coincidental occurrence of occult syr- 
ingomas and genetically determined 
hair loss. Yet, it should not seem odd, 
queer, or strange to consider that pro- 
gression of such a diffuse syringoma 
induced our patient’s hair loss. 
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Familial Koilonychia 


^A 


X Current Case History 


Sgt Randy Darrel Bumpers, USAF, Maj Marvin Edwin Bishop, MC, USAF 


NS TREN or spoon nails, is a rela- 


tively uncommon disorder in 
which the nails are abnormally thin 
and concave, from side to side, with 
the edges turned up. Single or multi- 
ple fingers and/or toes may be 
involved. To our knowledge, the case 
presented herein is unique in that we 
describe a pedigree of four genera- 
tions in which the propositus and sev- 
eral relatives demonstrate koilony- 
chia, involving not only all fingernails, 
but also all toenails. This degree of 
expressivity, in addition to the sparse 
number of pedigrees previously pub- 
lished, prompted this report. 





Fig 1.—Lateral view of propositus' thumb, 
exhibiting marked concavity. 


Report of a Case 


A healthy 13-year-old boy was seen in 
the Dermatology Clinic, Keesler USAF 
Medical Center, Miss, for evaluation and 
treatment of verrucae involving the dorsal 
aspects of both hands. He was otherwise in 
good health, with no orthopedic or other 
ectodermal abnormalities. During his clinic 
visit, it was also noted that he had notable 
concavity of all his fingernails and toenails. 
The most exaggerated concavity was 





Fig 2.—Familial pedigree of koilonychia, presenting affected family members and their 


expressed bilaterally in the nails of the 
thumbs (Fig 1) and great toes. Complete 
blood cell count, results of thyroid studies 
(free thyroxine index, thyroxine, and triio- 
dothyronine), iron levels, and iron binding 
capacity were all normal. 

In addition, the patient's mother and 
sister were examined and found to have 
identical nail changes. 

A family pedigree, spanning four gener- 
ations, suggests that the trait possibly 
began as a new mutation and has a high 
degree of penetrance (Fig 2). The pedigree 
also indicates that the first affected mem- 
ber had parents and siblings who were all 
unaffected. 


Comment 


The classification of koilonychia, 
according to Stone and Maberry,' can 
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siblings only, except where otherwise designated. Asterisk represents propositus; closed 
squares, affected males; open squares, unaffected males; closed circles, affected 
females; open circles, unaffected females; S, spouse of first affected male; and P, 


parents of first affected male. 


be divided into three major categories: 
idiopathic; hereditary, congenital, and 
associated with other ectodermal de- 
fects; and acquired. Although the 
patients most commonly seen by the 
dermatologist may belong to one of 
the first two categories, the most com- 
mon "acquired" systemic causes are 
hypochromic anemias, and particular- 
ly that associated with Plummer- 
Vinson syndrome. 

In addition, leukonychia totalis with 
multiple sebaceous cysts and renal cal- 
culi syndrome? and Turner's syn- 
drome? have been reported as asso- 
ciated with koilonychia. 

Bergeron and Stone* reported on a 
family with preponderant involve- 
ment of the thumbnails, although 
some family members had affected 
nails of the index fingers and great 
toes. Our patients differed in that all 
nails were involved, although the con- 
cavity was accentuated in the nails of 


the thumbs and great toes. 

In view of the family history and 
the lack of associated systemic dis- 
ease, we feel that our patient is repre- 
sentative of the hereditary category, 
with an autosomal dominant mode of 
inheritance and a high degree of pen- 
etrance. 


Col Barry H. Thompson, Chairman of the 
Department of Medical Genetics, Keesler USAF 
Medical Center, contributed in constructing the 


pedigree. 
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Morphological Dermatology: A Study of the Liv- 
ing Gross Pathology of the Skin, by Robert Jack- 
son, 388 pp, with illus, $32.50, Springfield, m, 
Charles C Thomas Publisher, 1979. 

One must agree with the foreword 
by the late Dr Barney Usher, to wit, 

“It is time it [morphology] resumed its 
rightful place in the scheme of 
things." It should be part of the well- 
tempered dermatologist's expertise. 
The "compleat" clinician should be 
able to create in clear, universally 
understood words the image of the 
skin and its ailments. 

The author has divided the book 
into chapters under morphologic head- 
ings such as erythema, urticaria, pur- 
puras, papules, nodules, and others. 
"Each chapter begins with an overview 
that is then expanded. The book closes 
with a short section on method of 
examination, dermatologie topogra- 
-phy, a glossary, and the index. There 
vis no bibliography, but the author 
acknowledges his debt to the 1920 text 
of Darier and the late Kurt Wiener's 
< excellent translation of H. W. Sie- 
“men’s text. There are some black- 
and-white photographie illustrations 
and some line diagrams of. topogra- 
phy. 

The author sets out to teach the 
reader the word images needed to 
develop a morphologic language and 
to depict the visual and palpable fea- 
tures of the clinical entities. He 
arrives at his goal via a sea of morpho- 
logic findings. These are liberally 
spiced with often archaic, colorful, and 
even exotic terms. There are frequent 
interesting and classic digressions. 
Most of these are valid, but some do 
not fit well. For example, “erosio 
interdigitale blastomycetica is com- 
mon in orthodox Jewish women who 
come from eastern Europe.” 

In his introduction, the author 
states that “this handbook is not 
intended to be an encyclopedic review 
of all morbid diseases of the skin.” It 
is, however, often contrary to this aim. 
There is a tendency toward overkill in 
the cursive but charming style. It all 
reads like a series of well-rounded 
lectures. and may well be based on 
such; the book is certainly justified by 
Dr Jackson’s great teaching experi- 
ence. However, it needs more rigid 
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standardization of terminology and 
adherence to a fixed outline for the 
descriptions. It is intended: for resi- 
dents and, as such, is good collateral 
reading, 
r SipNEY J. KAPLAN, MD 
Waukegan, Ill 


Dermatology in General Medicine, ed 2, edited 
by Thomas B. Fitzpatrick, Arthur Z. Eisen, Klaus 
Wolff, et al, 1,884 pp, with color and black and 
white illus, New York, McGraw-Hill Book Co, 
1979. 


"Our aim with this book is to place 


dermatology in the continuum of gen- , 


eral medicine—to close the barrier of 
dermatology as à 'specialty' and bring 
it into the purview of the general 
physician.” This goal set by the 
authors was met. with precision and 
accuracy, which makes reading Der- 
matology in General Medicine a 
rewarding experience. Although only 
in its second edition, this book takes 
its rightful place as a standard refer- 
ence and superb text about skin dis- 
ease. 

-.. The basic scientific information and 
clinical and therapeutie materials will 
provide any physician or interested 
scientist with àn excellent continuing 
medical edueational reference. Train- 
ees, students, and physicians with 
varying levels of experience. and 
sophistication about dermatology will 
find valuable information in every 
section of the book. That many of the 
contributors bring their special knowl- 
edge from the border areas of the 
dermatologie world and integrate 
their offerings with those in the main- 


Stream of cutaneous medicine en- 


riches the work tremendously; 

About a decade has passed ‘since 
Dermatology in General Medicine was 
first published. Much of the material 
in the second edition is new or rewrit- 
ten; over 100 of the 179 contributors 
are writing for this edition for the 
first time. Pietures and illustrations 
are numerous (over 1,300), general- 
ly good, and strategically ^ placed 
throughout the text. 

References to. other chapters for 
additional information are compre- 
hensive and helpful, and they reduce 
repetition. The editors and contribu- 





tors also deserve a special canimenda- 


ter. 

Sometimes the names of diseases or 
syndromes appear in the same size 
and typeface used for such headings 
as clinical manifestations, history, ete. 
I found this somewhat disconcerting. 
For those unfamiliar with the names 
and designations used by the authors, 
more definitions and explanatio 
may simplify the reader's understand- 
ing of the terms used. It is easy to 
forget that our. daily dermatologic 
vocabulary may be quite foreign to 
others. Perhaps a glossary of impor- 
tant or selected terms, words, or syn- 
dromes would be a helpful addition. 





tion for the up-to-date and compre- 
hensive bibliography after each cha 


I was somewhat disappointed with ~ 


the brevity. of the chapter on princi- 
ples of topical therapy. The references 
were extensive, but I would have pre- 
ferred to read more about dermato- 
logic vehicles (delivery systems), ab- 
sorption potentials, irritancy, and 
chemicals and materials used in topi- 
cal remedies. Much of this informa- 
tion was scattered elsewhere through- 
out the book, but an integrated and 
comprehensive discussion of these 
subjects in one chapter might increase 
the reader's understanding of topical 
therapy. A presentation of the differ- 
ences in grades of material, concen- 
trations, percutaneous absorption, 
and other special considerations in 
relation to chemical, cosmetic, and 
other environmental exposures would 
be informative and thought provok- 
ing. In addition, in many instances, 
more definitive recommendations 
about specific systemic therapy would 
help those looking for such guidance. 

The dermatologic atlas at the end of 
the volume is a welcome and positive 
addition to the book. I hope that this 
section can be expanded in future 
editions and that the figures in the 
oculocutaneous segment will be 
printed in color, as are the other pic- 
tures. 

All dermatologists and others inter- 
ested in the clinical and scientific 
aspects of skin diseases should have 
this book on their shelves or readily 
available to them. As I read this vol- 
ume, I realized how much the small 
specialty of dermatology has contrib- 


uted to our understanding of the. 


broad and complex aspects of clinical 
and scientific medicine. We can be 
proud to be part of that endeavor, 
which has been presented so well in 
this book. 


PauL Lazar, MD 
Chicago 
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hatever its cause, contact dermatitis 
presents. primarily as inflammation... 
oon to be exacerbated through 
epeated, almost uncontrollable 


excoriation. 

Prompt, potent anti-inflammatory ac- 
on is called for...and Lidex" (fluocin- 
bnide) cream provides it. Its proven 
teroid is 100% dissolved for optimal 


penetration, while its cream vehicle 
adds the desired drying action as 
well. And patient acceptance is high 
because the cream vanishes rapidly 
without greasiness. On all counts, it's 
a sensible choice for the inflammatory 
manifestations of contact dermatitis, 
or any steroid-responsive dermatosis 
characterized by moist lesions. 
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ound fluocinonide. Fluocinonide, which is the 
tate ester of fluocinolone acetonide: has the : 
cal formula ba, 9-difluoro-11 8. 16a. 17. 21- 
ivdroxypregna-1, 4-diene-3, 20-dione, cyclic 

acetal with acetone, 21-acetate. 


‘cream: contains fluocinonide 0.5 mg/g: in : l4 a a h e wa p | a pu ? | 
3 cream. a cream base of stearyl alcohol. poly- | - in B EB, tio - | ne i wor 
ne glycol 6000, propylene. glycol. h 2 6- ^ i i - » : 


eo and citric acid. This white cream vehicle 
'aseless.. non-staining, anhydrous and: water 
cible. The base provides emollient and hydro- COMPUTERS AND MEDICINE 
y roperties. In this formulation, the active ; Resources b. Ad ministration Developmental 
nt is totally in solution. ' PR 
ions Inflammatory manifestations of cortico- 
d-responsive dermatoses. 
taindications Topical steroids are contraindi- 
ated in patients with a history of hypersensitivity 
ny ‘ot ihe components ot the preparation, 
autions if irritation develops, discontinue the 
am and institute appropriate therapy. 
he presence of an infection, institute use of an 
'opriate antifungal or antibacterial agent. ita 
ordble response does not occur promptly, dis- 
tinue the corticosteroid cream until the infec- 
has been adequately controlled. 
ensive areas. cre treated: or if occlusive tech- 
is used, there will be increased systemic 
orption of the corticosteroid and suitable pre- ur 
tions should be taken, particularly in children f Decision 
* Making 








































* Clinical l | » Financial EE a Experimental 

























"safety of topical steroids in pregnant women 
ot absolutely been established. In laboratory 
mals, increases in incidences of fetal abnor- 
ditie have been associated with exposure of 
tating fernales to topical corticosteroids, in some 
i! rather low dosage levels, Therefore, drugs 
lass. should not be used extensively on 
Yant patients, in large amounts or for pro- 
d periods of time. 


ducts are not tor ophthalmic use. 


| Reactions Local adverse reactions reported 
topical. corticosteroids; burning. itching. irri- 
ryness, folliculitis, hypertrichosis, acnetorm 
ions, hýpoptgmentation: perioral dermatitis, 
c contact dermatitis, maceration of the skin, 
lary infection. skin atrophy. striae, miliaria. 


ge and Administration A small amount should 
massaged into the attected area three 
r times daily. as needed. 


Cream 0.08% — 15, 30 and 60g. tubes. 
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Occupational Koilonychia 


To the Editor.—Koilonychia has been 
reported in conjunction with various 
causative factors and disease associa- 
tions. It is most commonly seen in iron 
deficiency anemia and peripheral 
ischemic vascular disease. However, 
there have also been several reports of 
occupationally induced  koilonychia. 
We wish to report another case of 
traumatic koilonychia in conjunction 
with the occupation of coil winding. 


Report of a Case.—A 45-year-old woman 
was initially seen with a six-month history 
of progressive deformity of the nails (Fig- 
ure) of the first three digits of her right 
hand. She used these three digits (in her 
oceupation as a coil winder) to put firm 
pressure on the wire as it was being coiled. 
She was otherwise in good health, and her 
family history was unremarkable. Exami- 
nation showed pronounced spoon-like de- 
pressions and slight onycholysis of the first 
three digits of her right hand; all other 
nails were completely normal. The patient 
has since been unavailable for follow-up. 


Comment.—The first mention of 
occupationally induced  koilonychia 
was by Kartamischew,' who reported 
three cases in women who did house- 
work (type unspecified). One of the 
women had resolution of the disorder 
after cessation of this type of work. 
Pessano and Bothol* observed a 23- 
year-old mechanic whose nails were all 
involved and suggested that trauma 
may be a contributing factor. In 1971, 
Bentley-Phillips and Bayles? noted a 
1656 incidence of koilonychia that was 
especially marked in the great toes of 
ricksha boys in South Africa. The 
changes were bilaterally symmetrical, 
worse in the great toes, and less in the 
smaller toes. There were no fingernail 
abnormalities. The authors thought 
that the pathogenesis was related to 
intermittent changes in peripheral 
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Spoon-like depressions and slight onycho- 
lysis of two digits of patient's right hand. 
blood supply to the nailbed and termi- 
nal segments of the toes, secondary to 
the gross trauma to the toes endured 
by the barefooted ricksha pullers. 

Ancona-Alayon' reported six cases 
of koilonychia among cabinetmakers 
who also had extensive contact with 
organic solvents. The cause in these 
latter cases was thought mainly to be 
the solvents, although trauma was 
considered to be a possible contribut- 
ing factor. Dawber?^ examined the 
nails of 94 car mechanies and found 
that 5.8% had koilonychia. The thumb 
and index fingernails were most 
severely involved, and the koilonychia 
was less pronounced toward the little 
fingers, especially on the nondomi- 
nant hand. 

Lastly, Schubert et al* reported five 
cases of koilonychia in mushroom 
growers who sustained repeated trau- 
ma to the nails. The authors did not 
believe that chemicals or fungus infec- 
tion played any notable role in the 
development of the abnormalities. 

The exact pathogenesis of our 
patient's disorder is unknown; howev- 
er, it would certainly seem to be 
related to her occupation involving 
prolonged firm pressure of the finger- 
tips on the wire. Presumably this may 
have caused an ischemie blood flow to 


. drome with necrolytic migratory ery- 


the digits and therefore caused koilo- | 
nychia as seen in some patients with - J 
peripheral vascular disease. 
STEVEN J. SMITH, MD 
FRANK W. YopER, MD 
Davip W. Knox, MD 
Columbus, Ohio 
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Necrolytic Migratory Erythema 3i sk 


[Y 
To the Editor.-l read with interet E 
the report by Goodenberger et al' of — . 
two cases of necrolytie migratory ery- — — 
thema without glucagonoma. Both 
patients, besides having the typical | 
rash, had diarrhea associated with a — 
small-bowel disorder of uncertain — 
cause. Amino acid levels in one patient — | 
were low on two occasions. Four of E 
nine patients with the glucagonoma - i 
syndrome and necrolytic migratory | 
erythema described by Mallinson et . 
al’ had serum amino acid determina- _ 
tions. All four patients had low levels. — 
In addition, the majority of the H3 
patients had substantial weight loss, 
malnutrition, diarrhea, and an abnor- 
mal upper gastrointestinal tract on 
radiological examination. Pedersen et 
al’ have also reported low serum ami- — . 
no acid levels in the glucagonoma syn- | x 


f Js 





thema. 
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patient had cirrhosis, 
gonemia, and chronie u 
s, Serum amino acid ass: 
W levels of valine, leucine, and i iso- 
ucine. Thus, in cases of necrolytie 
ratory erythema where. serum 
mino acid levels have been measured, 










suggests that the dermatitis is caused 
arily by a deficiency. of amino 
acids. In support of this hypothesis 
Norton et al’ have observed a patient 
with unresectable glucagonoma and 
necrolytic migratory erythema with 
notably decreased serum amino. acid 
evels whose rash disappeared. after 
parenteral infusion of amino acids 
and dextrose. Serum amino acid levels 
returned to normal, but hypergluca- 
gonemia persisted after the skin 
lesions had resolved. 
Hypoaminoacidemia in patients 
with. necrolytic migratory. erythema 
could be secondary to multiple factors. 
mino. acid absorption in man. is 
| mainly dependent on a normal fune- 
tioning small intestine. Any abnor- 
mality of impaired intake, digestion 
and/or absorption of protein, or exces- 
ive enterie protein loss could lead to 
an amino acid deficiency. It is note- 
worthy that many of the patients 
)bserved with necrolytic migratory 
erythema have had evidence of malnu- 
ition, diarrhea, or a suspected small- 
bowel abnormality. Inereased. serum 
glucagon levels or the cachexia of can- 
cer may lower serum amino acid levels 
and lead to a nutritionally deficient 
state. 
v VI suggest that serum amino acid 
levels be measured in all future cases 
of necrolytic migratory erythema at 
resentation and after treatment to 
delineate better the pathogenesis of 
th Skin disorder. Tests of small-bow- 
function, including a small-bowel 
biopsy, should also be performed when 
indicated. Consideration should be 
given to parenteral amino acid infu- 
sions with dextrose as a primary form 
of therapy for patients with necrolytic 
migratory erythema and in cases 
refractory to other treatment modali- 
ties. 













































DoNALD C. Dorr, MD 
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Twenty-Nail Dystrophy in Adults 


To the Editor. —Twenty-nail dystro- 
phy as described by Hazelrigg et al is 
a condition seen in childhood. This 


idiopathic dystrophy, not aecompa- 


nied by any other disease, is charae- 
terized by the uniform and. simulta- 
neous involvement of all 20 nails with 
excess longitudinal ridging and loss of 
luster. 

Recently, we saw a 19-year-old 
woman who, at the age of 17 years, 
had noticed that all her nails had 
become ridged and dull. About. one 
year before the onset of the nail 
changes, the patient had had eczema 
of the hands, probably on a contact 
basis, for a short period. The nails 
were not involved. There was no fami- 
ly history of skin or nail disease. 
Examination indicated that all 20 
nails were thin, opalescent, and rough 
because of excessive longitudinal 
ridging. The nail edges were split, and 
the nails of the feet were yellow. 
There was no evidence of a mycotic 
infection, psoriasis, lichen planus, or 
alopecia areata. The hair, teeth, oral 
mucosa, and skin were normal. 

This observation confirms the. re- 
ports of Synkowski" and Samman’ 
that this type of nail dystrophy i is.not 
confined to childhood. 

D. P. BRUYNZEEL 
I. M. FRANKENMOLEN- WITKIEWICZ 
Amsterdam 
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Melphalan Therapy in the Treatment 
of Scleromyxedema 


To the Editor—I read with great 
interest the article by Harris et al, 
entitled "Treatment of Scleromyxede- 


ma. With Melphalan,” in the March 


1979 ARCHIVES (115:295-299). I would 
like to interject a note of caution on 
the use of melphalan in the treatment 
of scleromyxedema. and comment on 
some of the. authors' assertions 


: regarding efficacy and side effects. In 
"their series of eight patients, acute 


Pneumocystis carinii pneumonia. The 
development of leukemia is a recog- 




















melpha an. This patient and another 
died, apparently of infection with. 






nized and serious side effect of long- 
term therapy with melphalan and oth- 


er alkylating agents.” In addition, P 
carinii is also a serious infectious 


complication” in. immunosuppressed 
patients, either as a result of their 
basic disease or as a result of their 
treatment with “immunosuppressive 
agents. Since scleromyxedema is not a 


disease characterized by immunosup- 


pression, it is possible that the devel- 
opment of P carinii pneumonia and 
the death of this patient were related 
to therapy with. melphalan. Of two 
other cases of scleromyxedema re- 
ported in the literature that were 
treated with. melphalan,** another 
patient died within three weeks of 
institution of melphalan therapy for 
hemorrhagie complications that might 
be attributed to the drug. 

Thus, of a total of ten patients in 
the literature with scleromyxedema 
who were treated with melphalan, 
there were three deaths during the 
treatment period, for a mortality of. 
30%. Regarding efficacy of treatment 
with melphalan, the series of Harris et 
al reports excellent results: in four 
cases, good results in one, and no 
response in three. Of the other two 
patients in the literature who were 
treated with melphalan, one patient 
had an excellent response and one 
died. Therefore, therapeutic efficacy 
of scleromyxedema with melphalan 
might be assigned a value of approxi- 
mately 60%. 

Concerning side effects, the authors 
state that long-term therapy with 
melphalan did not. produce serious 
toxie side effects. Yet leukopenia and/ 
or thrombocytopenia developed in 
each patient in this series at some 
time during the course of therapy 
with melphalan. Although the authors 
have not provided us with information 
as to the extent and duration of the 
leukopenia and thrombocytopenia in 
their patients, the. development of 
these side effects in any patient must 
at least be viewed as a potentially se- 
rious result of treatment. : 

Finally, the authors’ series lends the 
impression that scleromyxedema i is a 
disease. that always requires treat- 
ment with powerful drugs. However, 
review of the literature shows that 
scleromyxedema is a disease that, in, 
many.cases, is associated only with 
minimal to moderate morbidity and is 
often characterized by long-term sur- 
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be severe and. assoc! ated with consid- 
erable morbidity and require treat- 
ment. Nevertheless, melphalan, an 
"agent that has a demonstrated effica- 
cy of no greater than 60%, an asso- 
; ciated mortality approaching 30%, and 
"serious side effects as well, should be 








treme, if it is used at all. 
JOSEPH J. CHANDA, MD 
Melbourne, Fla 


Nonproprietary Name and 
Trademark of Drug 


Melphalan—Alkeran. 
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Granuloma Annulare and Gold 
Therapy 


To the Editor —Dermatologic lesions 
oceur frequently in the course of gold 
therapy for rheumatoid arthritis. 
Many are transient and may resolve 
despite continuation of therapy. Of 
those that can be classified, the major- 
ity resemble eczema, lichen planus, or 
pityriasis rosea.' 
Our patient, a 17-year-old girl with 
a one-year history of juvenile rheuma- 
toid arthritis, acquired asymptomatic 
papular lesions on the flexor and 
extensor surfaces of several digits, 
and on the extensor surfaces of the 
elbows and knees, within five days of 
the institution of gold sodium thio- 
malate therapy (25 mg weekly). The 
lesions were shiny, 2- to 3-mm papules 
arranged primarily in annular fash- 
ion, but also in linear configurations. 
On biopsy, they were characterized by 
some neerobiosis of dermal collagen 
outlined by prominent patchy zones of 
. chronic inflammation with lympho- 
cytes and histiocytes as the dominant 
cell types. There was also an increased 
cellularity in the adjacent dermal con- 
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nective tissue consisting primarily of 


histiocytes and fibroblasts. . Specific 
stains showed an increase in acid 
mueopolysaccharides within the ne- 
erobiotie foci. The pathologie changes 
were limited to the superficial and 
middle dermis; there were no impor- 
tant abnormalities apparent in the 
epidermis and subcutaneous fat. 

The lesions were consistent with the 
diagnosis of papular granuloma annu- 
lare, and beeause they were limited in 
number and in distribution, chryso- 
therapy was continued. Two months 
after their appearance, the lesions 
showed substantial regression. We are 
not aware that granuloma annulare 
has been previously reported in asso- 
ciation with juvenile rheumatoid ar- 
thritis or gold therapy, and we recog- 
nize that this association in our 
patient may be merely coincidental. 

R. S. RoTuwELL, MD 
E. H. Scuross, MD 
Edmonton, Alberta 


i. Penneys NS, Ackerman AB, Gottlieb NL: 
Gold dermatitis: A clinical and histopathological 
study. Arch Dermatol 109:372-376, 1974. 


Effect of Oral Carotenoid Therapy 
on Erythrocyte Protoporphyrin 
Levels 


To the Editor.-Miao et al' reported 
that protoporphyrin levels in erythro- 
cytes of patients with erythropoietic 
protoporphyria (EPP) were higher in 


winter than in summer and were ele- 


vated during administration of oral 
beta carotene. In developing a possi- 
ble. explanation for the protective 
effect of the carotenoid, they cited 
Piomelli et al’ in support of state- 
ments that protoporphyrin leaks from 
erythrocytes of patients with EPP, 
and protoporphyrin is rapidly cleared 
from the plasma in vivo. Since this is 
not the first time Piomelli et al were 
cited about in vivo events in EPP,’ a 
correction is in order. Despite use of 
the term "in vivo" in the title of the 
report, the study was an in vitro one. 
In fact, Seholnick et al* published 
information concerning in vivo turn- 
over of plasma. protoporphyrin. They 
administered tritiated 5-aminolevu- 
linie acid (ALA-H) and- glycine 
labeled with radioactive carbon. (gly- 
eine-"C) to a patient with EPP and 
monitored plasma protoporphyrin ra- 
dioactivity. We examined their post- 
injection values after one hour, seven 
hours, two days, and four days, and we 
constructed semilogarithmic plots 
that demonstrated approximately lin- 
ear decreases for tritiated protopor- 
phyrin and protoporphyrin tagged 


the authors’ explanations for th 


` phyrin levels decreased during ca: 






These plots yielded an approxin 
half-life for plasma protoporphyri 
one to two days. 

Poh-Fitzpatriek and Lamola* v 
cited to support the concept that tl 
may be a steady-state balance 
tween plasma. protoporphyrin. le 
and rate of leakage of protoporph; 
from. erythrocytes. We agree ' 
leakage from erythrocytes acco 
for some plasma protoporphyr 
that this process probably be 
more important as the cells m 
However, in concentrating on er} 
cyte leakage as the determinan: 
plasma protoporphyrin concentrat 
Miao et al' and the other au 
mentioned overlooked an importat | 
vitro study reported by Schwart 
al^ When whole blood from.a pat 
with EPP was incubated in the « 
with ALA-H and glycine-"C, . 
iated. protoporphyrin and. proto 
phyrin-"C. appeared. rapidly 
plasma without equilibrating 
intracellular erythrocyte ‘pool 
ma potassium levels were m« 
to verify that the erythrocytes 
become “leaky” during incuba 
Since whole blood was employ 
approximate the in vivo state, we 
pose that much of the plasm: h 
porphyrin of patients with EPP 





























-from efficient synthesis and sec 
- by cells in the bone marrow and. 


this process persists for an unkn - 
interval in circulating erythrocyti 
We have other reservations a 


sible action of beta carotene in. 
venting photoelimination of eryt 
cyte protoporphyrin.: However,’ 2 
tional comments may not be perti: 
in view of the report of Hae- 
Aronsen et al? which appeared v > 
that of Miao et al was in press. 
former authors monitored erythro. 
protoporphyrin levels in seven 
tients with EPP during the sum 
when the subjects were receivii 
mixture of beta carotene and cant 
anthin. Contrary to the obsérval 
of Miao et al, Haeger-Aronsen i 
reported that erythrocyte- proti 





noid therapy. Their data are inte: 
ly consistent in that erythre. 
protoporphyrin levels decreased 
remained low) with inereasing € 
tion of therapy. This pattern is 
ceptually attractive, because pat: 
receiving photoprotection woul 
expected to increase their exposu 
sunlight and:thus promote photoe 
nation of tissue and erythrocyte 
toporphyrin: With regard to the c 
site observations of Miao et al 
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_ would be helpful if Miao et al 













Splays the temporal relationship 


levels and duration of therapy. (2) 
_Haeger-Aronsen et al employed. can- 
thaxanthin in addition to beta caro- 
tene. Although they concluded that 


therapeutic advantage over beta 
'arotene. alone, perhaps the former 
exerts a novel effect on protoporphy- 
rin synthesis or elimination. If so, the 


















exposure to light, and reduction of the 
otoporphyrin load on the liver would 
be beneficial to patients with EPP. (3) 
Haeger-Aronsen et al administered 
latively low doses of carotenoids, yet 
patients attained high serum carote- 
noid levels, Perhaps canthaxanthin, 
. Which has polar carbonyl groups, is 
more readily absorbed and/or has a 
treater tendency to accumulate in 
body fluids than in body fat. (4) In 
view of this, canthaxanthin may be 
|. the carotenoid of choice for long-term: 
oral therapy for patients with EPP. 
(00s v JOHN A. JOHNSON, PuD 
“Ramon M. Fusaro, MD, PHD 
Omaha 


Nonproprietary Name and - 
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età carotene—Solatene. 


ytic protoporphyrin levels. Areh Dermatol 
15:818, 1979. : ` 
2: Piomelli S, Lamola AA, Poh-Fitzpatrick MB, 
et.al: Erythropoietie protoporphyria and lead 
< Intoxication; The molecular basis for difference 
. ín- cutaneous photosensitivity: 1 Different rates 
of disappearance ‘of protoporphyrin fromthe 
_ erythrocytes, both in vivo and in vitro, J Clin 
‘Invest 56:1519-1527, 1975. 
(0/9. Poh-Fitzpatrick MB, Lamola AA: Compara- 
|, tive study of protoporphyrins, in erythropoietic 
. protoporphyria and griseofulvin-induced murine 
| protoporphyria. J Clin Invest 60:880-389, 1977. 
t^^ 4. Seholnick P, Marver HS, Schmid R: Erythro- 
poietic protoporphyria: Evidence for multiple 
_ sites of excess protoporphyrin formation. J Clin 
< Tuvest 50:203-207, 1971. 
5. Schwartz S, Johnson JA, Stephenson BD, et 
al Erythropoietie defects in protoporphyria: A 
_ Study of factors involved in labelling of porphy- 










CPC. J Lab Clin Med, 78:411-434; 1971. 
556. Haeger-Aronsen B, Krook°G, Abdulla M: 
_Oral carotenoids for photosensitivity in patients 
with erythrohepatie protoporphyria, polymor- 
phous light eruptions and lupus erythematodes 
discoides. Int J Dermatol 18:73-82, 1979. 


“In Reply.-Piomelli et al studied 
events both in vitro and in vivo. Proto- 
porphyrin diffusion from intaet hu- 
man protoporphyric erythrocytes into 
plasma was shown in vitro. Rapid in 
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(b 
ould | 
present their data in a manner that. 


between erythrocyte protoporphyrin — 
canthaxanthin. afforded no cosmetic ` 


mechanism of action may not require. 


L Miao LL, Mathews-Roth MM; Poh-Fitzpa- 
trick MB: Beta carotene treatment ard erythro-... 


and bile pigments from ALA-'H and glycine- 





protoporphyrin as a function of 





increasing cell age was shown in the ~ 
^ blood of several protoporphyrie pa- 


tients, and rates for this were deter- 


mined. The discussion section of that. 


report contains the following com- 


mentary and also notes the contribu- ; 


tions of Scholnick et al? and Schwartz 
et.al: RAT NE 
Diffusion of PP from EPP erythrocytes 


into the plasma had been suspected by the 


elevation of plasma PP observed in this 
condition (1). Recently, Sholnick [sic] étal. 
suggested that the majority. of plasma PP 
in EPP’ may be of hepatic origin, on the 
basis of in vivo studies using radioactive 


preeursors (7). Their interpretation. was. 


based in part on the assumption that diffu- 
sion of PP from the erythrocytes into the 


plasma does not occur, as reported by Red- 
eker et al. (27) and also on the assumption’ 


of intraerythrocytic persistence of PP. 
Schwartz et al. (28) interpreted analogous 
in vivo isotopic studies to suggest that the 
increased plasma PP reflects an extremely 
rapid release of PP from maturing eryth- 
roeytes, .. These authors also. démon- 


strated that, upon incubation in vitro of 2 


EPP blood with radioactive precursors, a 
large proportion of plasma PP becomes 
radioactive. Since hepatie synthesis can 
certainly not be the mechanism for label- 


ling of PP in vitro, these experiments 


indicate: rapid diffusion: of PP. from. the 
erythrocytes. Our data indicate that PP 
disappears rapidly from EPP erythrocytes 
in vivo and that it may diffuse in vitro. 
Therefore it appears reasonable to con- 
clude that in vivo a rapid: diffusion 














The conclusion of Piomelli et al 
Seems to us to be essentially the same 
as the proposal indicated: by Johnson 
and Fusaro. ... 


We suggest that the 1979 data pre- l 
sented by Haeger-Aronsen et alt be 


considered in comparison with similar 


data in six of the same seven patients 


from the same group reported in . 
group p ; “Oral carotenoids for photosensitivity in patients 


19745 The earlier work studied eryth- 


rocyte protoporphyrin levels in. rela- 


tion to beta carotene therapy. It can 
be seen from the figures in the 1974 
work that erythrocyte protoporphyrin 


levels increased as well as decreased- 
during therapy. Similar fluctuations.: 
» agent in erythropoietic protoporphyria. N Engl J 
`: Med 282:1231-1284, 1970. 


also occurred during periods of no 


therapy and are of the same order of. 


variability as those reported during 
therapy in the 1979 report. Therefore, 


any conclusion from the. short-term . 


data of 1979 that carotenoids in gener- 
al or eanthaxánthin in “particular, 
caused any significant decrease in 





raerythro-- 
“proto 





^VOMICHELINE M. MATHEWS-RoTH, MD 


PP 
occurs in circulating erythrocytes and this 
may happen at an even faster rate during | 
the last stages of erythrocyte maturation. 
‘in bone marrow: IE 
(References 7 and 28 in the excerpt 
are references 2 and 3 to this letter, 
‘respectively j i 


oporphyrin 
rotoporphyria seems questionabl 
As Haeger-Aronsen et al pointed out, 
such-an effect has not been reported 





_in.any other series of patients receiv- 


ing beta carotene or canthaxanthin, 
either alone or in combination; 
We observed 133 patients with pro- 


' toporphyria for periods as long as five 


years,"* and no patients, even those 


receiving beta carotene, continually 
-have shown any significant and läst- 
ing decrease in erythrocyte protopor- | 


phyrin levels. At first we thought such 
a decrease might be occurring,’ but 
after observing the patients at that 
time, in addition to the other 130 
patients for a longer period, we failed 
to find any appreciable change in pro- 
toporphyrin level. It was precisely for 


this reason that the body. of data 


collected during several years in many 


patients was subjected to. statistical 


analysis. We repeat our encourage- 
ment to others who have large series 
of patients and similar bodies of data 


to examine their. data in . similar 


fashion to test the. validity of our 
results. RRO 
MAUREEN, B. Pon-FrrzPATRICK, MD 
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NEW The First ends 15% Ertan Sot, 


Efficacy documented in multi-center - 
double-blind clinical trials. 


@ Investigators in eleven different locations participated in the studies. 


-. € 127 patients were randomly assigned to treatment with Staticin and 1 126 patients toits - 
. vehicle, which served as a control. 


€ To qualify for the study, a patient was required: to bae. at least Grade il or t Grade 1 ] T i 


acne, and 95% had at least 10 papules or pustules, one 7 OF more comedones, andnot > 
more than 5 nodulo-cystic lesions. p 


(€ A total of 235 patients were evaluated for acy during the course of 12 
. double-blind studies. eae 


E ' Demanding criteria were used in evaluating response. Reductions i in lesion counts and. 
a global response were considered “excellent” if there was a a 76100% d as 
“good” if there wasa 1 51-75% decrease. DR 























D Staticin was statistically s superior to tae good espons e maintained | 
the control vehicle i in the MIN. . | in 83% of patients followed for up to _ 
of vedi op six months i in open-label studies 










tion, although Miate T has not been clinically documented to help 
atrol of acne. The fragrance used is hypoallergenic and has been E 
ie h Institute for Fragrance Materials not to contain any 





“These are all 
excellent - 
corticosteroid 
creams? 


THE AQUATAIN BASE 


METH MINION 


coritains 


99 


$84. 


 "Afletescoftl..inMNl 


74.3% Water "2 Humectants 


Cream 


(0.025%, 
0.1%, 0.5%) 


TRIAMCINOLONE ACETONIDE 


To get the ARISTOCORT ‘A Cream base, remember to write the “A” 


dications: For relief of inflammatory manifestations of cortico- 
Proid-responsive dermatoses. 


pntraindications: Hypersensitivity to any component. 


: If irritation develops, discontinue use and institute 
propriate therapy. In infections, use appropriate antifungal or 
; if a favorable response does not occur 

sontinue the corticosteroid until the infection is 

rolled. If extensive areas are treated or the occlusive 

hnique is used, increased systemic absorption of the cortico- 
roid may occur; take suitable precautions, particularly in children 


and infants. 
Safety of use in pregnancy has not been absolutely established. Dc 
not use extensively, in large amounts, or for prolonged periods o 
time in pregnant patients. 


Not for ophthalmic use. 


Adv Reactions: (local) Burning, itching, irritation, dryness, fol 
liculi ypertrichosis, acneform eruption and hypopigmentation] 
perioral dermatitis, allergic contact dermatitis, maceration of the 
Skin, secondary infection, skin atrophy, striae, miliaria 


LEDERLE LABORATORIES, A Division of American Cyanamid Company, Wayne, New Jersey 07470 








Ta * TOU Be lice a a I. PP Try TENE TEM DUO Te ae 7 


= 7-2 


Ley ee aa eS 





an acne agent 
SO specific 


SO SPECIFIC, IT’S EFFECTIVE ALONE. 








Specific because it works 
the way acne works— 
from the inside out. 


Evidence to date suggests that 
Retin-A* (tretinoin) can partially 
reverse abnormal keratinization 
| and reduce the adhesiveness of 

horny cells within the follicle; 
à thus by keeping the follicle 
- clear, Retin-A decreases the ac- 
cumulation of sebum, which 
| inherently inhibits both the pro- 
he liferation of P. acnes and the 
production of free fatty acids. 





In a study of 127 patients’ with difficult-to-clear grades II 
| and III acne, 80% showed excellent to good results after 11 weeks 
f of treatment with Retin-A 0.01% Gel. There was: 


A 66% reduction in papules 
A 68% reduction in pustules 


A 71% reduction in comedones 


f Discontinuance due to erythema, irritation 
i and peeling was only 1.5% 


*TRADEMARK 
t Data on file, Dermatological Division, Ortho Pharmaceutical Corporation. 


f Concomitant topical medication should be used with caution because of possible 
interaction with tretinoin. Particular caution should be exercised in using preparations 
containing peeling agents (such as sulfur, resorcinol, benzoyl peroxide, or salicylic 
acid) with Retin-A. It also is advisable to “rest” a patient's skin until the effects of peeling 
agents subside before use of Retin-A is begun. 
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„canbe _ 
so versatile. 





SO VERSATILE, IT CAN BE ! 
USED EFFECTIVELY WITH ADJUNCIS: 








MAD QNT) 


Retin-A* and benzoyl 
peroxide 


“Many patients with moderate 
to severe inflammatory acne may 
-benefit from sequential treatment 
with tretinoin and benzoyl per- 
oxide. This regimen combines 
the comedolytic properties of tre- 
tinoin with the antibacterial effect 
of benzoyl peroxide and, in 
many patients, obviates the nee” 
for systemic antibiotics." 

The efficacy of benzoyl perox- 
ide in 5% and 10% concentrations 
appears to increase when used 
with tretinoin’ 





Retin-A* and topical 
antibiotics 

Tretinoin is clinically effective 
in inflammatory acne, particularly 
when combined with antimi- 
crobial therapy”? 


References: 1. Shalita AR, et al: Dermatol 2:52, 
December 1979. 2. J Invest Dermatol 73:(no. 5):439, 
1979. 3. Mills OH, Kligman AM: Acta Derm Venereol 
58:555, 1978. 


e * 
Retina 
(tretinoin) 

Gel 0.01% /Cream 0.05% 


PE A Pals 7. Y ais 


Retin-A Gel 0.01% 
Available in an economical 45 gram tube, 
as well as the original 15 gram tube. 


Retin-A Cream 0.05% 
Available in tubes of 20 grams and 
45 grams. 


Also available as: 

Retin-A Gel 0.025%, tubes of 15 and 
45 grams 

Retin-A Cream 0.1%, tubes of 20 grams 
Retin-A Liquid 0.05%, amber bottles of 
28 ml 


Before prescribing, please consult complete 
roduct information, a summary of which 
ollows: 
Indications: RETIN-A is indicated for topical 
application in the treatment of acne vulgaris, 
primarily grades I, II, and III in which come- 
dones, popu, and pustules predominate. It 
is not effective in most cases of severe pus- 
tular and deep cystic nodular varieties (acne 
conglobata). 
Contraindications: Use of the product 
should be discontinued if hypersensitivity to 
any of the ingredients is noted. 
Warnings: Recent studies in hairless albino 
mice suggest that tretinoin may accelerate the 
tumorigenic potential of ultraviolet radiation. 
Although the significance to man is not clear, 
patients should avoid or minimize exposure 
to sun. ‘Concomitant topical medication 
should be used with caution because of 
possible interaction with tretinoin. Particular 
caution should be exercised in using prepara- 
tions containing peeling agents (such as sulfur, 
resorcinol, benzoyl peroxide, or salicylic acid) 
with RETIN-A. It also is advisable to “rest” a 
patient's skin until the effects of peeling agents 
subside before use of RETIN-A is begun. 
Exposure to sunlight, including sunlamps, 
should be minimized during the use of 
RETIN-A and patients with sunburn should be 
advised not to use the product until fully 
recovered because of heightened suscep- 
tibility to sunlight as a result of the use of 
tretinoin, Patients who may be required to 
have considerable sun exposure due to oc- 
cupation and those with inherent sensitivity 





Use of sunscreen products and protective 
clothing over treated areas may be prudent 
when exposure cannot be avoided. Other 
weather extremes, such as wind or cold, also 
may be irritating to patients under treatment 
with tretinoin. RETIN-A should be kept away 
from the eyes, the mouth, angles of the nose, 
and mucous membranes. Topical use may 
induce severe local erythema and peeling at 
the site of application. If the degree of local 
irritation warrants, patients should be directed 
to use the medication less frequently, discon- 
tinue use temporarily, or discontinue use 
altogether. Tretinoin has been reported to 
cause severe irritation on eczematous skin 
and should be used with utmost caution in 
patients with this condition. 

Precautions: Medicated or abrasive soaps 
and cleansers, soaps and cosmetics that have 
a strong drying effect, and products with high 
concentrations of alcohol, astringents, spices, 
or lime should be used with caution because 
of possible interaction with tretinoin. If medi- 
cation is applied excessively, no more rapid 
or better results will be obtained and marked 
redness, peeling, or discomfort may occur. 





DERMATOLOGICAL DIVISION ORTHO 
ORTHO PHARMACEUTICAL 
CORPORATION 

Raritan, New Jersey 08869 
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Halcinonide Cream 01% 
with Emollient Base 


L] elegant emollient base d 
L] proven efficacy of halcinonide r 
C] particularly useful in common 3 
corticosteroid-responsive dermatoses 





atopic, eczematous, contact dermatitis /neurodermatitis 










Overall Results in a Clinical Trial* 1 


O 96.7% overall improvement in atopic : 
C 100% overall improvement in neurodermatitis - 3 
CO 98% overall improvement in eczematous 3 

5 





O 87.5% overall improvement in contact 
No. of Percent Improved* P. 
Patients Excellent Good Fair "9 


Atopic 31 58.1 35.5 3.2 
Neurodermatitis 10 70.0 20.0 10.0 — 
Eczematous 51 Hing vas] 33.3 1585 3 
Contact 8 0 125.0 37:55. 2 2 EON 


TOTALS 100 | 54.09 33.0% 10.0%. 


"Data on file at Squibb Institute for Medical Research. 


New Halciderm' Cream 01 
Halcinonide Cream 01° 1% 


with Emollient Base — 5 
- See following page for full foie information. 
















Halciderm 
Cream O^ 


Halcinonide Cream 01% 


with Emollient Base 





The one to choose for most steroid-responsive dermatoses 


C] elegant oil-in-water base—hydrates like 
an ointment; less drying than many creams 


L3 100% in solution— places the steroid at 
lesion site for optimal penetration 


[.] interrupts the inflammatory process and 
rapidly relieves pruritus 








C self-preserved in propylene glycol—no 
known potentially sensitizing preservatives 


C non-greasy, non-staining base vanishes 


.promptly—enhances patient acceptance 


[.] available in 15g, 30g, 60g tubes 


























HALCIDERM® CREAM 0.1% 
Halcinonide Cream 0.1% 


DESCRIPTION 

Halciderm Cream (Halcinonide Cream 0.1%) contains the active syn- 
etic corticosteroid halcinonide. Chernigally halcinonide is (118, 
w)-21-Chloro-9-fluoro-11-hydroxy-16,17-[(1-methylethylidene) 

bis- (oxy) ]|pregn -4-ene -3,20-dione. 

^^ Each gram of Halciderm Cream 0.1% contains 1 mg halcinonide 

ih. à hydrophilic vanishing cream base consisting of propylene glycol, 

dimethicone 350, castor oil, cetearyl alcohol (and) ceteareth-20, pro- 

pylene glycol stearate, white petrolatum, ànd purified water. This for- 

mulation is water-washable, greaseless, and nonstaining, with 

moisturizing and emollient properties. 


ACTIONS 
Halciderm Cream (Halcinonide Cream 0.1%) is primarily effective be- 
cause of its anti-inflammatory, antipruritic, and vasoconstrictive actions. 


INDICATIONS 

Halciderm Cream (Halcinonide Cream 0.1%) is indicated for relief of 
the inflammatory manifestations of corticosteroid-resporisive 
dermatoses. 


CONTRAINDICATION 
‘Topical steroids are contraindicated in those patients with a history of 
» hypersensitivity to any of the components of the cream; 


PRECAUTIONS 
General 
If irritation develops, the product should be discontinued and appropri- 
ate therapy instituted. 
i In the presence of an infection, the use of an appropriate antifun- 
gal or antibacterial agent should be instituted. If a favorable response 
‘does not occur promptly, the corticosteroid should be discontinued until 
the infection has been adequately controlled. 

If extensive areas are treated or if the occlusive technique is used, 
: there will be increased systemic absorption of the corticosteroid and 
ede precautions should be taken, particularly in children and 
infants. 

This preparation is not for ophthalmic use. 
Usage in Pregnancy 
` Although topical steroids have not been reported to have an adverse 
effect on human pregnancy, the safety of their use in pregnant women 
has not been absolutely established. In laboratory animals, increases in 
incidence of fetal abnormalities have been associated with exposure of 
gestating females to topical corticosteroids, in some cases at rather low 
dosage levels. Therefore, drugs of this class should notbe used exten- 
: veiy on pregnant patients, in large amounts, or for prolonged periods 
of time. 
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Occlusive Dressing Technique Du EN, 
The use of occlusive dressing increases the percutaneous absorption of 
corticosteroids. For patients with extensive lesions it may be preferable 
to use a sequential approach, occluding one portion of the body at a 
time. The patient should be kept under close observation if treated with 
the occlusive technique over large areas and over a considerable period 
of time. Occasionally, a patient who has been on prolonged therapy, 
especially occlusive therapy, may develop symptoms of steroid with- 
drawal when the medication is stopped. Thermal homeostasis may be 
impaired if large areas of the body are.covered. Use of the occlusive 
dressing should be discontinued if elevation of the body temperature 
occurs. Occasionally, a patient may.develop a sensitivity reaction to a 
particular occlusive dressing materíal or adhesive and a substitute mate- 
rial may be necessary. 

If infection develops, discontinue the use of the occlusive dressing 
and institute appropriate antimicrobial therapy. 


ADVERSE REACTIONS 

The following local adverse reactions have been reported with topical 
corticosteroids, especially under occlusive dressings: burning sensa- 
tions, itching, irritation, dryness, folliculitis, hypertrichosis, acneform 
eruptions, hypopigmentation, perioral dermatitis, allergic contact der- 
matitis, maceration of the skin, secondary infection, skin atrophy, striae, 
and miliaria. 

DOSAGE AND ADMINISTRATION 

Apply Halciderm Cream (Halcinonide Cream 0.1%) to the affected 
area three times daily. Rub in gently. 

Occlusive Dressing Technique 

Particularly resistant lesions of chronic dermatoses such as psoriasis and 
neurodermatitis may require the use of Halciderm Cream (Halcinonide 
Cream 0.1%) under occlusive dressings. Gently rub a small amount of 
the cream into the lesion until it disappears. Reapply the preparation 
leaving a thin coating on the lesion and cover with a pliable nonporous 
film. The frequency of changing dressings is best determined on an 
individual basis. Good results have been obtained by applying halcin- 
onide cream under an occlusive dressing in the evening and removing 
the dressing in the morning (i.e., 12-hour occlusion). When utilizing the 
12-hour occlusion regimen, additional halcinonide cream should be ap- 
plied, without occlusion, during the day. Reapplication is essential at 
each dressing change. 

0.1%) is supplied in 15g, 30g, and 60g tubes. (ii) 
Storage 


HOW SUPPLIED 
Store atroom temperature; avoid freezing and S u B 
refrigeration. Q) 1 B 


zt 


Halciderm Cream 0.1% (Halcinonide Cream 








Spectrophotometry shows PreSun 15 
provides its peak absorption in the 
Critical pip Zone, 295-307 nm. 





1, PRESUN" 15 









2. Tota! Eclipse* 


4. Blockout * 15 


5. Sundown" Extra Protective 








260 270 280 290 300 310 320 330 340 350 360 370 380 390 400 
Ultraviolet Wavelengths (nm) 


In this comparison, PreSun 15 provided the greatest 
absorption not only in the Critical Erythema Zone, 
295-307 nm, but also the greatest average absorption 
throughout the entire UVB range, 290-320 nm. 


There IS something 
new under the sun.... 


PreSun 1 


(5% PABA, 5% Padimate O, 3% oxybenzone) 


Provides i 
outstanding protection... 
documented by 
two methods: 








Solar Simulator Tests Also Affirm the - 
Efficacy of PreSun 15. 


Rigidly controlled indoor testing, using a — 
Xenon arc solar simulator, established 
that PreSun 15 provides an SPF (Sun 
Protection Factor) of 16.0. For 
example, if your patient can stay in 
the sun only 10 minutes without a | 
sunscreen, a product with an SPF of 16. 
could extend that time to 160 minutes 
—over 21^ hours. 


The mean SPF of PreSun 15 places it in 
the highest category of sunscreens. 





» 
"m 


SEO E Nin E té 


e 
a: 


"Data on file at Westwood Pharmaceuticals. 

TFDA guidelines set “15” as the ceiling for SPF values on 
labeling, while acknowledging that some sunscreens may 
indeed have higher documented protection factors. 


— 
at titanic ier alls 


WESTWOOD” 


PHARMACEUTICALS INC. ' : 
Buffalo, New York 14213 : 


In Canada, Belleville, Ontario K8N 5E9 


© 1980 W.P. Inc. 
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Clinical studies clearly prove comparable efficacy with 
less irritation than 10% benzoyl peroxide. 




















Clearly as effective. Clearly less irritatin 


A 50 patient, double-blind study! The same study revealed that 
showed that CLEAR BY DESIGN™ there was significantly less 



















3 significantly reduced the number erythema, peeling, burning an 

d of papules, pustules, and total itching with CLEAR BY DESIGN 

| lesions. What's more, there was than with 1096 benzoyl peroxide. 
no significant difference in rate Your patients will use R BY 

| of acne lesion reduction between DESIGN. because it's gentler on 

E CLEAR BY DESIGN and 1096 their faces. 

| - 

| below). 


' Herbert Laboratories Technical Report #57. 





Percent reduction of lesions. 


TOC E 











% Reduction 
% Reduction 


100% 














Time 2 4 6 8 Time 2 4 6 8 
(weeks) (weeks) 
*Data adjusted for baseline differences *Data adjusted for baseline differences 
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-Clearly reducesa = — 3 
—known source of irritation — 

















Severity and incidence of drug-related side effects* Clearly less sensitizin 















CLEAR BY DESIGN 10% benzoyl peroxide The results of a modified repeated 
insult test with 60 patients? 
Burning/ Itching (% showed that CLEAR BY DESIGN™ 
is less allergenic than a 1096 
benzoyl peroxide preparation. 





Nine subjects out of 30 (30 
were sensitized to the 1096 
iB aer ies 2 ab of 30 









BY DESIGN. 


?Herbert Laboratories Technical Report #61. 


Sensitization rate. 


6.7% CLEAR BY DESIGN 


Water base designed 
for compliance. 


Specially formulated to exclude 
all potential sensitizers and irri- 
tants. Preservative-free, fragrance- 
free, and acetone-free. Plus 
CLEAR BY DESIGN is colorless 
and greaseless. Not a messy 



















No Mild Moderate  (?"€'UP. 
side effects side effects side effects 
*After 8 weeks 
CLEAR BY DESIGN™ Herbert Laboratories 


i Dermatology Division of 
Low strength acne therapy clearly designed voie aaien: 


`~ for high levels of efficacy and compliance. Irvine, California 92713 
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in depth studies 
of the health care 
systems of Britain 
and France... 


how they operate 

and what they mean 
to users and to people 
who work in them. 


These highly readable, comprehen- 
sive studies, prepared by a London 
research firm and published by the 
American Medical Association, of- 
fer an opportunity to examine other 
System's organization, problems, 
and achievements. 

You'll learn how and why the pre- 
sent systems evolved...how they are 
financed...the range and quality of 
serviees available...the training and 
distribution of medical personnel 
...and what effects each system has 
had upon the health of the general 
population. 





DE 


E 
= 





Everyone in the medical profes- 
sion should read both of these fascin- 
ating studies on how other nations 
have organized the delivery of health 
care. 

Both books will be available Fall 
of 1976. To order your copies, write 
ORDER DEPT., AMA P.O. Box 821, 
Monroe, WI 53566. The French 
Health Care System (OP-460) costs 
$3.50; the British Health Care System 
(OP-461), $7.50. The set is $10. 
Remittance must accompany order. 
Allow 4-5 weeks for delivery. 









RAPIDLY RELIEVES 
PRURITUS AND 
ERYTHEMA 

IN ATOPIC DERMATITIS* 


* 88% 
* 85% 


of patients experienced a reduction 
in pruritus. 


of patients experienced a reduction 
in erythema. 


Comparison of the mean vasoconstriction scores of Westcort 
Cream and 7 marketed corticosteroid cream formulations 


MEAN VASOCONSTRICTION SCORE 
LIDEX® 0.05% 
WESTCORT " 0.2% 


DIPROSONE® 0.05% 


2.14 


KENALOG® 0.196 


VALISONE* 0.196 0.97 





TRIDESILON® 0.05% Study Protocol: Equal amounts 
of four products were applied 
to sites on each forearm, Vaso- 
constriction. was graded on a 
0—3 point scale, with 3+ sig- 
nifying the greatest degree of 
blanching.” 


SYNALAR?* 0.02596 
ARISTOCORT * 0.196 


. NOTE: Many investigators believe 
vasoconstrictor activity indicates 
potential clinical efficacy, 
although no direct correlation 
has been proven. 


"Effective, Elegant, Economical 


n — 29 for Lidex 
n = 30 for All Others 


"Data on file at Westwood 
Pharmaceuticals. 


BRIEF SUMMARY FOR WESTCORT” 
(HYDROCORTISONE VALERATE) CREAM, 0.2% 


Indications: Westcort Cream is intended for the 
relief of the inflammatory manifestations of 
corticosteroid-responsive dermatoses 


Contraindications: In those patients with a history 
of hypersensitivity to any of the components (see 
ingredients); 


Precautions: If irritation develops, discontinue and 
institute appropriate therapy. Use appropriate 
antifungal or antibacterial agent with infections. 
Discontinue use if infection: persists. With large 
areas or occlusion use suitable precaution for sys- 
temic effects due to absorption. Safe use in preg- 
nancy has not been established. Exposure of 
gestating animals to topical corticosteroids has 
been associated with fetal abnormalities; 


Adverse Reactions (for topical steroids; especially 
with occlusion): Burning, itching, irritation, dryness, 
folliculitis, hypertrichosis, acneiform eruptions, 
hypopigmentation, -perioral dermatitis; allergic 
contact dermatitis, maceration of skin, secondary 
infection, skin atrophy, striae, miliaria, 


Ingredients: Hydrocortisone Valerate (0.2%), white 
petrolatum, steary! alcohol, propylene glycol, am- 
photeric-9, carbomer-940, sodium phosphate, 
sodium lauryl sulfate, sorbic acid, water. 

How Supplied: Westcort (hydrocortisone valerate) 
Cream, 0.2%, is supplied in 15 g., NDC 0072-8100- 
15;45.g., NDC 0072-8 100-45; and 60 g., NDC 0072- 
8100-60 tubes. 


LLIESTLLIOOD* 


PHARMACEUTICALS INC 
Buffalo, New York 14213 
In Canada, Belleville, Ontario K8M5E9 


Join hands 
with your colleagues 
around the world... 


to improve 
health care 
for the people 
of all nations 





When you join the World Medical Association, you join thousands of 
your colleagues around the world in supporting these worthy goals: 


To serve humanity by endeavoring to achieve the highest inter- 
national standards in medical education, medical science, medical 
ethics, and health care for all peoples of the world. 


The International Voice of Medicine 

The WMA is medicine’s international representative and advocate, pro- 
tecting and fostering the rights and interests of physicians and people 
of all nations. Through its declarations on human torture, pollution, 
medical ethics, and other critical issues, the WMA provides guidelines 
for national medical associations and governments world-wide. 


An Activist Role 
The WMA is engaged in a broad range of programs, such as medical 
education, socio-medical affairs, primary health care, and environmental 
health, through which it seeks to raise the standards of health care 
around the world. 


WMA Needs Your Support 
It is your international professional organization; it deserves your sup- 
port. Send for complete information today! 


Join the World Medical Association 

World Medical Association 

North American Region 

536 North State Street 

Chicago, IL 60610 

YES, | want to support the World Medical Associa- 
tion. Please send complete information and a 
membership application. 
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Address 
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State/Zip 











Antipruritic 
Scabicide 


Eurax* 
crotamiton NF 


Cream (NF) and Lotion r 
Indications For eradication of scabies (Sarcoptes 
scabiei) and for symptomatic treatment of pruritic 
skin 

Contraindications Eurax should not be administered 
to patients who are allergic to it or who manifest a 
primary irritation response 

Warnings and Precautions Eurax should not be 
applied to acutely inflamed skin, raw, weeping sur- 
faces, or in the eyes or mouth. Its use should be de- 
ferred until acute inflammation has subsided. 

If severe irritation or sensitization develops, treatment 
with this product should be discontinued and appro- 
priate therapy instituted. 

Adverse Reactions Allergic sensitivity or primary irri- 
tation reactions may occur in some patients. 

Dosage and Administration /n Scabies: Thoroughly 
massage into the skin of the whole body from the chin 
down, paying particular attention to all folds and 
creases. A second application is advisable 24 hours 
later. Clothing and bed linen should be changed the 
next morning. A cleansing bath should be taken 48 
hours after the last application. 

In Pruritus: Massage gently into affected areas until 
medication is completely absorbed. Repeat as 
needed. 

How Supplied Cream: 60-g tubes; Lotion: 2-oz (60 
ml) bottles. 


667430 (8/79) C79-25 
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Eurax 


crotamiton 


lotion 


Eurax is a highly effective 
and well-tolerated agent. It 
avoids the concern of CNS 
toxicity in infants and 
children. Allergic sensitivity 
or primary irritation may 
occur. 

Available in a convenient 
2-0z unit-of-use package. 


Geigy 


GEIGY Pharmaceuticals 
Division of CIBA-GEIGY Corporation 
Ardsley, New York 10502 


-— 
330-2586-A 
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SUPPLIED: 2 OZ. TUBES WRITE FOR SAMPLES 


DOAK PHARMACAL CO.,INC. WESTBURY, N.Y. 1 15! 


DISTRIBUTOR IN CANADA E 
TRANS-CANADA DERMAPEUTICS LTD., MONTREAL H4R1E3, QUE 
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Announcing a special added session 
at the University of California's 
Advanced Seminars in Dermatology. 


SYMPOSIUM 
ON HAIR 


Vera H. Price, M.D., Chairman 
Friday, September 26, 1980 
1:30-6:00 PM 
Vacation Village Hotel 
Mission Bay 
San Diego, California 
Sponsored by a grant from Herbert Laboratories 


Featured speakers include Rodney Dawber, 
John Burton, William Rosenberg and J. L. Stroud. 


4 hours Category | AMA and AAD Credit 


Please save me a seat at the Hair Symposium 





Name 








Address 





Telephone 


Mail to: Department of Professional Education, Herbert 
Laboratories, 2525 Dupont Drive, Irvine, California 92713. 


Cook County Graduate 
School of Medicine 


announces 


SPECIALTY REVIEW 
IN 
DERMATOLOGY 


September 22-26, 1980 


Write or call for information 
and registration 


Department *D" 
Cook County Graduate School 
of Medicine 
707 South Wood Street 
: Chicago, Illinois 60612 
1 (312) 733-2800 
A.M.A. Category I Credit Hours: 34 
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SYNALAR’ 


(fluocinolone acetonide) 


CREAM 0.025%, 0.01% 

OINTMENT 0.025% 

SOLUTION 0.01% 

SYNEMOL" (fluocinolone acetonide) Cream 0.025% 
SYNALAR-HP* (fluocinolone acetonide) Cream 0.2% 


Description Synalar* Synemol* and Synalar-HP* contain 
the steroid fluocinolone acetonide. Their chemical name is 
6a, 9a-difluoro-16a-hydroxyprednisolone-16, 17- acetonide. 
Synalar cream contains fluocinolone acetonide 0.25 mg./g. 
or 0.1 mg./g. in a water- washable aqueous base of stearic 
acid, propylene glycol, sorbitan monostearate and mono- 
oleate, polysorbate 60, purified water and citric acid with 
methylparaben and propylparaben as preservatives. 
Synalar ointment contains fluocinolone acetonide 0.25 
mg./g. in a white petrolatum U.S.P. vehicle. 


Synalar solution contains fluocinolone acetonide 0.1 mg./ml. 
in a water-washable base of propylene glycol with citric acid. 


Synemol cream contains fluocinolone acetonide 0.25 mg./g. 
in a water- washable aqueous emollient base of stearyl 
alcohol, cetyl alcohol, mineral oil, propylene glycol. sorbitan 
monostearate, polysorbate 60, purified water and citric acid. 
Synalar-HP cream contains fluocinolone acetonide 2 mg./g. 
in a water- washable aqueous base of stearyl alcohol, cetyl 
alcohol, mineral oil, propylene glycol, sorbitan monostea- 
rate, polysorbate 60, purified water and citric acid with 
methylparaben and propylparaben as preservatives. 
Indications Inflammatory manifestations of corticosteroid- 
responsive dermatoses. 


Contraindications Topical steroids are contraindicated in 
patients with a history of hypersensitivity to any of the com- 
ponents of the preparation. 


Synalar-HP* (fluocinolone acetonide) 0.2% cream should not 
be used on infants up to two years of age. 

Precautions If irritation develops, discontinue the product 
and institute appropriate therapy. 

In presence of an infection institute use of an appropriate 
antifungal or antibacterial agent. If a favorable response 
does not occur promptly, discontinue the corticosteroid 
until the infection has been adequately controlled. 

If extensive areas are treated or if occlusive technique is 
used, there will be increased systemic absorption of the 
corticosteroid and suitable precautions should be taken, 
particularly in children and infants. 

The safety of topical steroids in pregnant women has not 
absolutely been established. In laboratory animals, 
increases in incidences of fetal abnormalities have been 
associated with exposure of gestating females to topical 
corticosteroids, in some cases at rather low dosage levels. 
Therefore, drugs of this class should not be used extensively 
on pregnant patients, in large amounts or for prolonged 
periods of time. 

These products are not for ophthalmic use. 

Synalar-HP cream should not be used for prolonged 
periods and the quantity per day should not exceed 2 g. 
of formulated material. 


Adverse Reactions Local adverse reactions reported with 
topical corticosteroids: burning. itching. irritation, dryness, 
folliculitis, hypertrichosis, acneform eruptions, hypopigmen- 
tation, perioral dermatitis, allergic contact dermatitis, 
maceration of the skin, secondary infection, skin atrophy, 
striae, miliaria. 
How Supplied 
Synalar* (fluocinolone acetonide) 
Cream 0.025% — 15, 30 and 60g. tubes, 120 and 425g. jars. 
Cream 0.01% —15, 45 and 60g. tubes. 
Ointment 0.025% — 15, 30 and 60g. tubes, 425g. jars. 
Solution 0.01% —20 and 60cc. plastic squeeze bottles. 
Synemol* (fluocinolone acetonide) 
Cream 0.025% —15, 30 and 60g. tubes. 
Synclar-HP* (fluocinolone acetonide) 
Cream 0.2% — 12g. tubes. 
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Synalar 
(fluocinolone 
acetonide) 
Ointment 0.025% 





Synalar 
(fluocinolone 
acetonide) 
Solution 0.01% 
































*For the inflammatory manifestations of steriod-responsive 
dermatoses 
"*Not for ophthalmic use 


Please see preceding page for summary of 
prescribing information. 


Syntex Laboratories, Inc 
Palo Alto, California 94304 
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t has been clearly demonstr 
that temperature increases 
only a few degrees greater. 
normal induce  profa 
changes and even cell d. 
beneficial effects of thes 









go by Busch, who observed | 
appearance of a sarcoma after hi 
fever in a patient with ergsipela 


event and then deliberatel 
erysipelas as a form of treaty 
patients with malignancies. 
scribed disease-free survival f 
to seven years in ten of 34 | 


with inoperable carcinomas or sarco- - 
mas, but was undecided whether to. 
attribute these remissions to the fever. 
induced or to some effeet of bacterial 
toxins. Later, the use of local heat and. 
. of pyrogenic "bacterial toxins was also. 
, evaluated in patients with tumors. © 
. Oceasional successes then prompted ` 








the induction of fever therapy for 
“Infeetious diseases (syphilis and gon- 
orrhea). and inflammatory. conditions 
such as arthritis. But technical limita- 
tions in the administration of local 
hyperthermia, unfortunate conse- 
quences of uncontrollable hyperpyrex- 
ia in some patients, and the advent of 
the antibacterial era in the 1930s all 
led to the almost complete abandon- 
ment of clinical and laboratory studies 
pf hyperthermia. However, two subse- 
-quent reports, one exploring the com- 
bined use of heat and x-rays’ and the 
óther the effects of heat on animal 
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where cell killing effects may be 
| increased up to 100 times more than 
-those seen at 41.5.to 42.5 °C. 
Comparisons of heat and “x-ray 








cells reawakened enormo 


region | "hat grows er. 1 
creasing temperatures. In addition, 


at temperatures. greater than 43 °C, 





effects show. that the amounts . 


energy required and the precise mech- 


anisms involved in cell killing are ver 
different for these two agents. Unli 
radiation, there are also wide. differ- 
ences (by factors up to 100 vs two for 


radiation) in heat sensitivity for dif- 
ferent cell lines in vitro. Cell reactivi-... 
ty to x-rays and to heat varies with 
eell age in the division cycle. That 


phase of the eycle that is most resist- 


ant to cell damage or destruction by > 


x-rays (middle to late S phase) is the 
most sensitive to hyperthermia. Also, 
for comparable cell-killing effects in 
proliferating cells, heat causes three- 
































dramatie changes in curve slopes occur —— 





heat effects? Mammalian cells may be 
inactivated because of denaturation 
of critical proteins, principally struc- 
< tural chromosomal proteins. or ‘repair 
“enzymes, Heat also results in de- 








nperatures; 
n malignant. 


hance thermal inju- 
re mively on 


genated cells. The last factor. again 
strongly : with cell responses 


l require a 25 to three times 
greater dose. of x-rays to produce the. 
me magnitude of cell killing as that- 
irring in fully oxygenated cells. —— 
CWhat are the cellular targets for 


creased transport rates for ribosomal- 
RNA precursors and disaggregation 
of polyribosomes, effects associated 
with cell death after hyperthermia’ 
Inhibition. of respiration, impaired 
protein and DNA as well as RNA 
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synthesis, release of lysosomal hydro- 
lases, and increased plasma cell mem- 
brane permeability are all additional 
consequences of heat exposure. Illus- 
trative of plasma membrane effects 
are the leakage of critical ions, 
polyamines, and other substances af- 
ter heating; increased heat sensitivity 
with deereased cholesterol content of 
the cell membrane; arid potentiation 
of heat sensitization after exposure to 
local anestheties, amphotericin B, or 
. certain alcohols, all of which affect 
plasma cell membranes. 

One aspect of hyperthermia requir- 

ing further study relates to disease 
states in whieh there are abnormal 
concentrations of normal cell constit- 
_uents. Polyamines, for example, po- 
tentiate thermal killing of Chinese 
hamster cells. A more general effect 
of hyperthermia, little explored to 
date, involves the possible stimulation 
of immunologic responses to liberated 
antigens after cell destruction. This 
might have important implications for 
tumor therapy, but similar responses 
to normal cell antigens could. present. 
obvious problems. 
- The repair of hyperthermic damage 
“proceeds at much slower rates than 
postradiation repair. Thermal toler- 
ance (decreased cell sensitivity after a 
preceding thermal dose):can also be 
demonstrated, although it gradually 
disappears over a 36- to 72-hour inter- 
val. For treatment purposes, the exis- 
tence of this phenomenon in various 
mammalian cell lines would obviously 
complicate the administration of frac- 
tionated hyperthermia alone or in 
combination with x-rays or cytotoxic 
agents. 

Hyperthermic synergistic radiosen- 
sitization was first: demonstrated in 
1963", an increased slope and/or 
reduced shoulder. may be seen in cell 
survival curves plotted after the 
administration of dual therapy. The 
S-phase cells, normally the most 
radioresistant, are selectively sensi- 
tized, and hyperthermia reduces or 
essentially eliminates the cell cycle 
phase sensitivity differences seen 
with radiation alone (these comprise 
threefold higher sensitivities for G,/ 
S- and M-phase cells compared with 
late S-phase cells). Hyperthermia also 
impedes repair of x-ray-indueed po- 
tentially lethal damage and, possibly, 
sublethal damage as well. Hyperther- 
mia-radiosensitizing ^ effects ^ are 
greater for temperatures above 48 °C 
when heat is administered before 
radiation; at lower temperatures, ef- 
fects are enhanced by postradiation 
hyperthermia. (The simultaneous ad- 
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ministration of these treatment mo- 
dalities is also highly effeetive but 
presents obvious technical difficul- 
ties.) For normal tissues, synergistic 
effects are seen only when the two 
modalities are administered within 
four hours or less of each other, but 
the effective interval may be longer 
for tumors. After a single combined- 
agent treatment, thermal enhance- 
ment ratios for a variety of cell lines 
range as high as 2.3. They are gener- 
ally lower for fractionated treat- 
ments, in part because further studies 
of the duration of thermal resistance 
are needed. Heat effects are substan- 
tially reduced or absent with the use 
of high linear energy transfer radia- 
tion. 

Elevated temperatures also poten- 
tiate the cytotoxicity of various chem- 
otherapeutie drugs such as certain 
alkylating agents, dactinomycin (ae- 
tinomycin D), and electron-affinic 
compounds (nitroimidazoles, for ex- 
ample, used to radiosensitize anoxic 
cells), Therapeutic gain may follow 
enhanced drug activity (inhibition of 


repair after bleomycin exposure to. 


sulfate), increased vascular permea- 
bility, or elimination. of a resistant 
population of cells that are noncycling 
because they are hypoxic. In addition, 


increased drug uptake may result ` 
from heat-induced increases in plasma 


cell membrane permeability (doxoru- 
bicin hydrochloride). For some drugs 
(amphotericin B and cysteamine), hy- 
perthermia may result in cytotoxicity, 
which is essentially absent. at 37 °C. 
These latter effects are especially 
intriguing for the potential develop- 
ment and use of chemotherapeutic 
agents that would only penetrate cell 
membranes after local heating and 
fail to enter cells at normal body tem- 
peratures. 

Recently, the effectiveness of “tri- 
ple-threat" therapy, in vitro or in ani- 
mal tumors, has been described for 
hyperthermia, irradiation, and daetin- 
omyein;. spermine, or other com- 
pounds. 

The effects on normal skin and skin 
tumors of hyperthermia alone or in 
combination. with x-rays or drugs have 
been studied both in animals*'? and in 
some patient series.'^" In one large 
group of patients, hyperthermia and 
the regional perfusion of melphalan 
were administered for the treatment 
of melanoma of the extremities." 
Objective improvement in the tumors 
and enhanced patient survival rates as 
compared with drug perfusion alone 
were reported. In another study," 36 
patients with cutaneous tumors (Ka- 





posi's sarcoma, melanoma, myeosis? 
fungoides, and others) were treated 
with fractionated eleetron-beam ther- 
apy and hyperthermia. Total radiation 
dosages ranged from 800 to 2,400 rads, 
and the immediate posttreatment 
temperature used was 43.5 °C for 30 to 
60 minutes. Combined treatment was 
administered once or twice weekly 
during two to five weeks. Initial 
tumor regression rates were faster in 
patients treated with radiation and 
hyperthermia than in those treated 
with radiation alone, especially in 
patients with Kaposi's sarcoma and 
lymphoma cutis, Remissions were also 
of longer duration with combined 
therapy. In another group of patients 
treated for cutaneous malignant mel- 
anoma.with hyperthermia and radia- 
tion (total doses, 3,000 to 3,200 rads), a 
complete response occurred in 16 of 18 


lesions during a six-month or longer 


follow-up period. Only one of eight 
lesions responded’ similarly to radia- 
tion therapy alone. 

Little attention -has been given to 
the possible usefulness of hyperther- 
mia in benign hyperproliferative, of- 
ten inflammatory disorders that are 
known to respond in differing degrees 
to a wide variety of cell-damaging 
agents. In this issue of the ARCHIVES, 
Orenberg et al (p 893) describe 


responses in lesions of psoriasis, the 


prototype disease of this kind, after 
fractionated localized hyperthermia 
therapy alone, induced by ultrasound 
and administered for periods of up to 
3% weeks. This clinical study opens 


. many avenues for potential investiga- 


tive and treatment approaches to a 
large number of dermatoses and per- 
haps other organ diseases character- 
ized by nonmalignant cellular hyper- 
proliferation. For certain of these 
cutaneous disorders, combination 
therapy, including the topical use of 
pharmacologic agents, may be an 
intriguing field for future evalua- 
tion. 

Overall, much more data are ob- 
viously needed on the responses of 
normal cell lines and tissues to hyper- 
thermia alone or in combination with 
other treatment modalities before its 
use can be fully and effectively 
extended to the clinical level. There is 
also little doubt that many technical 
aspects of clinically applied hyper- 
thermia require further investigation 
and/or improvement. These include 
problems of uniform temperature dis- 
tribution within and confinement to. 
the target tissue; timing and fraction- . 
ation of hyperthermia alone or in com- 
bination with other agents; the opti- 
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mal. sequence of administration of 
Nhyperthermia and other agents used; 
the time, duration, and degree of 
hyperthermia employed; the use of 
regional vs systemic hyperthermia; 
and improved methods for heat 
administration, heat control, and tis- 
sue temperature measurements. Hy- 
perthermia techniques currently used 
and requiring further refinements 
include wax baths and plastic suits or 
blankets containing hot water for sys- 
temic hyperthermia and short-wave 
diathermy, microwaves, thermostati- 
cally controlled hot-water baths, ra- 
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diofrequency-induced currents, ultra- 
sound, or regional perfusion for local- 
ized heating. 

The diverse biochemical and biologi- 
cal consequences of what was once 
regarded as a simple manifestation of 
inflammation, calor, may now, at the 
cellular level, hold considerable prom- 
ise as an investigative tool to elucidate 
problems of disease etiology. Clinical- 
ly, hyperthermia alone or in combina- 
tion with one or more physical or 


pharmacologic agents could: also, be 


helpful in ultimately providing en- 


hanced treatment results or alterna- 
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Original Contributions 


* Seven patients who were disabled by 
pityriasis rubra pilaris were given toxic 
, doses of oral vitamin A (1 million IU/day . 

;Six of the seven patients) for five to 14 
days. Within 72 hours, the patients began 
oliate the hyperkeratotic and kera- 
dermatous lesions. The desquamative 


4 days. The skin remained. erythematous 
for several months before assuming a 





Specimens showed evidence suggestive 

-of an accelerated turnover rate of epider- 
mal. cells during: treatment. Transient 

, abnormalities of liver function test results 

were noted in two. patients. - 

_ (Arch Dermatol 116:888-892, 1980) 


^ Duration et Pityriasis. 

Rubra Pilaris, mo ' 

Case/Sex/ Before Atter 
Age, yr .. "Treatment 
1/M/66 R00 8 5 








2/M/55 2 3 


3/M/65 


process was completed between ten and — 


patients was virtually cleared by the. treat- : 
ment, and none suffered a relapse of the -> 
; pityriasis rubra pilaris, Serial skin biopsy... 


Treatment 


Toxic Doses of Vitamin A 
for Pityriasis Rubra Pilaris 


Henry W. Randle, MD, PhD; Jose L. Diaz-Perez, MD; R. K. Winkelmann, MD, PhD 


pigres rubra pilaris is a chronic 


inflammatory dermatosis with a 
duration of three months to more than 
seven. years." Although the disease 
may involute spontaneously in time; 


the cutaneous lesions together with — 
the palmar-plantar keratoderma ando 


in doses of. 50, 000 to 200,000 IU/day 
has been used with variable success.’ 
‘We used high doses of vitamin A in 


-geven patients (1 million IU /day i in six 


patients and 500,000 IU/day in one 


patient), and the results of the treat- 
ment gonstitute. the basis of this 


exfoliative erythroderma may becom- . rej 


um pletely disabling. Unfortunately, this — > 
disorder has been one of the least |^ 
' responsive to Wenn Ora vitamin A 





gen for publication Feb 5 980. 
‘From: the Department of Dern 





Reprint requests to. Division of. Dermatology, 
Seott and White Clinic, Temple, TX 76501 (Dr 
Randle). 


Vitamin A. 
mnnera 
Therapy 
Dose, : ~ Duration, 
.. Million 1U/Day Days 


1 03350 


1 13 





Headache, chills, 





tology; Mayo T 
< Clinic and Mayo Foundation, Rochester, Minn. - 

Dr Diag-Perez is now with the Section de Derma: 
:tologia, Ciudad Sanitaria Sotomayor, Baracaldo- 
“Bilbao; Spain. . 


Complications 
Nausea 


None 


"METHODS 


We ‘retrospectively reviewed the histo- 


ries of six patients at the Mayo Clinic, 


;Roehester, Minn, who had received 1 mil- 
‘lion IU of vitamin A orally per day for 
¿pityriasis rubra pilaris, An additional 
patient with pityriasis rubra pilaris who 


received 500,000 TU of vitamin A daily was 


-also ineluded in this study. These patients 
had been selected to receive toxic doses of 


vitamin. À because the pityriasis rubra 
pilaris, diagnosed clinically and by euta- 


; Clinical Data on Patients Receiving Vitamin A for Pityriasis Rubra Pilaris - 


Previous Treatment E 
Tar, ultraviolet light, and a 
topical adrenal steroids 


Tar, ultraviolet light, and 
systemic adrenal ste- 
raids 


Topical adrenal steroids 


and. diarrhea 





4/M/S2. 


5/M/72 





6/M/48 





7/M/33 
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Treatment 
interrupted 


None 


Arterial thrombus 


Headache 


None 





Tar, ultraviolet light, 
methotrexate sodium, 
and systemic adrenal 
steroids 

Systemic adrenal. steroids 


Tar, ultraviolet light, and 
methotrexate sodium 


Vitamin A (250,000 1U/ 
day) 


Toxic Doses of Vitamin A~Randle et at. «' 








neous biopsy, was severe, extensive, and 
\ disabling and had failed to respond to other 


types of therapy, including tar and 
ultraviolet light, topical corticosteroids, 
systemic corticosteroids, methotrexate so- 
dium, or low doses of vitamin A (50,000 to 
200,000 IU /day). The skin lesions had been 
present for an average of four to five 
months (Table). 

All of the patients had been hospitalized 
for treatment. Six of the patients received 
1 million IU of oral vitamin A once a day 
for five to 13 days. One patient was given 
500,000 IU daily for 14 days. Serial skin 
biopsy specimens were obtained from two 
patients before, during, and after treat- 
ment. 

When needed, supportive measures in- 
cluded topical triamcinolone acetonide 
cream (0.05%) with wet dressings to control 
the symptoms of chilling and burning pro- 
duced by the erythroderma and exfoliation. 
In one patient (case 7), the use of vitamin A 
was continued in lower doses of 100,000 
IU/day for four months. Another patient 
(case 6) received an additional 250,000 IU / 
day for two weeks and 25 mg/wk of metho- 
trexate sodium for one month. Follow-up 
information was obtained on all patients 
one to ten years after treatment. 


RESULTS 


Within 48 hours (range, 24 to 72 
hours) of initiating therapy, the 
patients experienced a generalized 
exfoliation of the hyperkeratotic and 
keratodermatous lesions. This process 
was especially apparent over the most 
hyperkeratotic areas, that is, the pal- 
mar and plantar surfaces (Fig 1). The 
desquamation was usually completed 
between ten and 14 days, leaving à 
smooth underlying skin of relatively 
normal thickness and texture (Fig 1). 
A pink to deeply erythematous hue 
persisted for weeks to months before 
the skin regained its normal color (Fig 
2). The skin then maintained its flexi- 
bility if treated with lubrication and 
topical keratolytie agents. 

In the six patients in whom treat- 
ment was completed, the skin was 95% 
free of keratotic lesions after one to 
five months (Table). Three patients 
stated that they had had occasional 
isolated keratotic lesions, but there 
had been no recurrences or relapses of 
the disease for periods of one to ten 
years after treatment. One patient 
(case 5) did not complete the course of 
therapy because of a complication 
(discussed later). With that exception, 
the clinical symptoms during treat- 
ment (headache, chills, and diarrhea) 
were minor and transient, lasting 24 
hours or less (Table). 

No signifieant changes were noted 
in the hemoglobin level, erythrocyte 
sedimentation rate, or leukocyte and 
differential cell counts with treat- 
ment. One patient had a slight eleva- 


> 
N Arch Dermatol—Vol 116, Aug 1980 


PET UM 


tion of the leukocyte count from 8,100 
to 11,800/eu mm, but this returned to 
normal after treatment. The pro- 
thrombin time was not altered by 
treatment in the three patients in 
whom it was measured. Four patients 
had slight eosinophilia, but the 
highest eosinophil value was 7%. 

Liver function tests (SGOT, alkaline 
phosphatase, y-glutamyl transpepti- 
dase, and bilirubin) were performed in 
six of the seven patients before, dur- 
ing, and after treatment. Of these six, 
two experienced a transient increase 
in SGOT level. The greatest increase 
was from 19 to 71 units/L (normal, 8 
to 20 units/L), but the level returned 
to normal 30 days after treatment was 
stopped. The other measurements of 
liver function (alkaline phosphatase 
and bilirubin) remained normal. 

On the tenth day of therapy, one 
patient (case 5) suffered an arterial 
thrombus of the superficial femoral 
artery that required embolectomy. 
This 72-year-old man had hypoalbumi- 
nemia and idiopathic lymphedema 
and had lost 8.4 kg in two weeks in the 
hospital while receiving a 90-mEq 


PT ITT 


(2,270 mg) total sodium diet and di- 
uretic therapy. Consequently, a resul- 
tant orthostatic hypotension and an 
increase in creatinine level from 1.35 
to 2.65 mg/dL (normal, 0.8 to 1.2 mg/ 
dL) developed. The patient died of 
metastatic prostate carcinoma three 
years later. 

A vitamin A tolerance test was per- 
formed in one patient (case 2) during 
treatment. Before the 1 million IU of 
vitamin A were given, the serum vita- 
min A level was 173 IU/dL (normal, 
125 to 150 IU/dL); five hours later, it 
was 3,788 IU /dL; and 24 hours later, it 
was 338 IU/dL. 

During treatment, the epidermis 
became thickened with a parakeratot- 
ic stratum corneum (Fig 3). Six 
months after treatment, the epider- 
mis had assumed a normal thickness 
with a normal stratum corneum. 


COMMENT 


The successful treatment of pityria- 
sis rubra pilaris has always been a 
challenge for dermatologists. Because 
of the severe and sometimes disabling 
nature of this disorder, many thera- 


Fig 1.—Pityriasis rubra pilaris. Top left, Keratoderma before vitamin A therapy (case 5). 
Thickened keratoderma. Top right, Several days after treatment was started, illustrating 
exfoliative loss of thick sheets of keratin. Bottom left, Before treatment, showing thick 
keratoderma with fissuring (case 7). Bottom right, After treatment. Complete clearing of 
keratoderma, with resultant erythroderma. 
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pies have been evaluated. In the 1930s 
and 1940s, reports suggested that 
pityriasis rubra pilaris was a manifes- 
tation of vitamin A deficiency. This 
led to the use of oral vitamin A in 
doses of about 150,000 IU/day and 
reports of improvement of the skin 
lesions.^* Subsequently, authors re- 
ported variable responses to vitamin 
A, ° and the enthusiasm for its use 
diminished. 

The doses of vitamin A used were 
pharmacologic and toxic. It has been 
known for many years that the acute 
ingestion of large quantities of vita- 
min A (1 to 2 million IU/day) caused 
peeling of the skin." We chose to use 


Fig 2.—(Case 1). Pityriasis rubra pilaris. Left, Before receiving vitamin A therapy. Center, After one week of vitamin 





the toxic dose of 1 million IU/day of 
vitamin A (500,000 IU/day in one 
patient) orally for a short period (five 
to 14 days). We wish to emphasize, as 
reflected in the vitamin A tolerance 
test values, that the toxic levels in the 
blood last less than 24 hours, although 
tissue levels may be elevated longer. 
At these doses, parenteral vitamin A 
produces changes in the skin that 
include erythema, exfoliation, and, in 
some cases, an exfoliative erythroder- 
ma. It was this acute exfoliative effect 
that we wished to exploit, especially to 
loosen follicular plugs and heavy pal- 
mar-plantar keratoderma. This re- 
sulted in a treatment period of short 


duration that could potentially elimi- 
nate such side effects as cirrhosis and ^ 
neurologic abnormalities; reported 
with long-term, lower-dose vitamin A 
therapy. In a hospital environment, 
the immediate effects of the erythro- 
derma and exfoliation could be con- 
trolled. In addition, laboratory tests 
could be monitored for potential side 
effects. 

With this regimen, the patients 
usually began to exfoliate in two to 
three days, and the process was com- 
pleted in seven to 14 days, at which 
time the use of vitamin A was discon- 
tinued. The discomfort from the exfo- 
liation and erythroderma was easily 


4 





A therapy, showing exfoliation and erythroderma. Right, Five months after therapy. Note absence of keratoderma- 
tous lesions and return of normal skin color. 
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controlled with appropriate dermato- 

“logic nursing care. Other supportive 
measures that were often employed 
included lubrication and the use of a 
dye paint for the fissured hands and 
feet; sulfacetamide sodium eye drops 
were used when there was an ectro- 
pion. 

The side effects from this treat- 
ment were less severe than expected. 
Only two patients had elevations of 
liver function test results, and none 
had significant changes in the hemo- 
gram. The occurrence of the arterial 
thrombus in the 72-year-old man was 
diffieult to evaluate. Although vita- 
min A could have an effect on the 
vascular endothelium, this has not 
been noted in man or in experimental 
animals receiving very high doses of 
vitamin A. Indeed, hypervitaminosis 
A prolongs the clotting time and 
reduces the prothrombin content." 
Other possible side effects include 
occasional abdominal pain, dizziness, 
visual disturbances, sluggishness, irri- 
tability, sleepiness, alopecia, 
polyarthralgias, and pain in the long 
bones.*""' These are all transient and 
usually subside within 24 to 48 hours, 
with full recovery. We did not observe 
these changes in our patients. 

Once cleared of the restrictive kera- 
toderma, our patients continued to do 
well without recurrence or relapse of 
their skin disease. The erythroderma 
lasted from a few weeks to several 
months before the skin returned to a 
normal color. In some patients, kera- 
totic lesions continued to develop, but 
these were controlled by the use of 
topical keratolytic agents, emollients, 
and topical adrenal steroids. The prin- 
cipal value of vitamin A therapy is its 
ability to induce rapid shedding of the 
thick, disabling keratoderma. It also 
seems to shorten the course of the 
disease to a few months, compared 
with the 12 to 14 months required 
when methotrexate is used or the two- 
to three-year or longer treatment 

ke. period with other forms of therapy. 
The use of this toxic treatment 
should be reserved for patients who 
are disabled by their disease or who 
have long-standing disease that can- 
not be controlled by topical medica- 


Fig 3.—(Case 1). Pityriasis rubra pilaris. 
Top, Before treatment, showing mild focal 
parakeratosis, acanthosis, and small 
amount of perivascular inflammation. Cen- 
ter, During treatment, showing iricrease in 
parakeratosis and acanthosis, reflecting 
increased turnover rate. Bottom, Six 
months after treatment, showing normal 
keratin and epidermis (hematoxylin-eosin, 
original magnification x 200). 
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ized so that medical supervision and 


dermatologic nursing care are avail- - 


able. Neurologie symptoms, liver func- 
tion test results, and.clotting studies 
should. be observed closely. 


Vitamin A treatment should be re- 


stricted to adults because children are 
more likely to be affected by toxici- 
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< tions, The patients. should be "hospital 


runsting LA, Sheard C: Dark adaptation in i 
“omental induction in the human subject. Am J 


ty," and it should. not be used in. 


pregnant women because vitamin A 
has produced fetal malformations. in 
experimental animals: The patient 
must be informed that this is a treat- 
ment of short-term toxicity: that 
causes exfoliation and must be per- 
mitted to participate in the decision to 
proceed with Moray. 
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to Localized Heating Induced by Ultrasound 


Elaine K. Orenberg, PhD; David G. Deneau, MD; Eugene M. Farber, MD 


* Since tumor regression occurs after 
hyperthermía, this modality was applied to 
lesions of psoriasis. A relatively uniform 


temperature and heat distribution within a. 


lesion was induced using. an ultrasound 
transducer operating at 5.265 MHz. Twen- 
ty-two chronic psoriatic plaques in nine 
patients were heated to temperatures 


ranging from 42 to 45 °C for 30-minute - 
periods three times weekly for. a total of. 


four to ten treatments. Fifteen lesions 


(68%) cleared completely within. the — 


heated zone, five lesions (2396) re- 
sponded partially, and two lesions (9%) 
remained unchanged. Biopsy specimens 


taken before and during treatment. 


showed reformation, of the granular layer 


as the earliest and most consistent 


change in responsive lesions. Remissions 
were temporary, and the lesions sually 
relapsed within three months. Hyperther- 


mia may be a useful therapeutic and. 
investigative tool for the problem of: pso- 


riasis. 
(Arch Dermatol 116:893-897, 1980) - 


M reports indicate that psoria- 
sis improves in the summer.' In 
addition to sunlight, heat may also be 
an important contributory faetor in 
disease remission. Recent clinical 
studies on the induction of tumor 
regression by hyperthermia have revi- 
talized interest in heat as an antican- 
cer treatment modality. Hyperther- 
mia involves the heating of localized 
areas to temperatures a few degrees 

-above body temperature. Experimen- 
tal. data from cell culture and animal 
studies"* support the clinical observa- 
tions** that heat as a single modality 
is effective in Killing tumor cella.**^ 
The exact mechanisms by which heat 
produces this effect are not complete- 
ly understood. Hyperthermia in the 
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Response of Chronic Psoriatie Plaques 



















range of 41 to 45 °C may be moré 
damaging to some tumor cells than... 
adjacent normal cells because of dif- - 

ferences in tissue physiologic adaptive 
mechanisms. The capacity to dissipate ': 
incident: heat, tissue micrometabolic 
factors including nutritional and pH 
conditions, and the ability to repair 
sublethal heat damage may account 
for differences in heat toxicity? 
Perhaps rapidly proliferating, al 

though nonmalignant, epidermal cells 


x n] less energy is abeorbe | 

~ volume of tissue; thus, penetration 

"greater. For example, with a 2-MHz 
duce „uniform heating may be li 


perature conditions was applied to the 


are also more sensitive to elevated. 


températures. | 


.See p 885. 





| Methods. of Heating that have bee 
used experimentally with varying 


degrees of success for cancer therapy 


include hot water baths," regio 


perfusion," whole-body hyperther- - 
mia,^ short-wave diathermy,‘ radio- 


frequency waves, lasers, ® 7 micros 
waves, and ultrasound irradiation.** 


An exploration of localized hyperther- = 


mia under carefully monitored tem: 


treatment of chronic psoriatic plaques 
as a model for application of this 
modality to benign hyperproliferative 
cutaneous disease. Hyperthermia. in- 


duced by ultrasound was utilized 


because the power deposition ean be 
controlled so that the temperature can. 
be held relatively constant within’ a 
designated tissue volume. 


EXPERIMENTAL METHODS ' 
“AND PROCEDURES | 
Ultrasound Heating 


A schemati¢ diagram of the instrumen- 
tation used for ultrasound-induced heat 


treatment of psoriatic plaques is shown in ^ 
Fig 1. The ultrasound treatment system 


was designed and constructed specifically 
for this purpose. Heating is accomplished 
with a piezoelectric ceramic crystal. trans- 
ducer. The transducer is driven by à radio- 
frequency amplifier that is then; in turn, 
driven by a function generator operating 
in the sine-wave mode. The electronic fre- 
quency counter continuously monitors the 
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perature prevents excessive heating of the. 
--skin surface, An important relationship 






‘from the transducer to the lesion and the n 
 frequeney and output of the energy of the 



























temperature-controlled rv me 
ter cuff was held at 43.5 °C during each 


"treatment. The water provides a pathway 


for coupling the ultrasonic energy between 
the erystal. and the lesion and thereby. 


- directs all heat- into the lesion- Further- 
/ more, the water jacket allows cooling of the 


skin, and regulation of the reservoir tem- 


exists between the temperature of the 
water that. couples the ultrasonic energy: 


transducer to achieve proper heating of the 


i lesion; A thermal gradient results from the: | 


absorption of energy as it penetrates tis- 
sue. The thickness of the lesion, its location 
relative to the surface of the skin, and the 






-.vaseular perfusion of the involved tissue 





are important factors in thermal eondue-- 
tance and in the dissipation of heat. The 
use of ultrasonic energy offsets thermal 
conduction and. results in continuous and 
uniform distribution of heat at a desired 
depth within a lesion. 

The transducer water cuff is covered 
with a flexible latex membrane that con- 
forms to the contours of the skin surface. A 
water-soluble ultrasound gel (Sonigel) cou- 
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Fig 1.—Schematic diagram of ultrasound delivery system used for inducing localized heat in psoriatic plaques. Flexible 
latex covering that encloses coupling water of ultrasound transducer is in contact with lesion during treatment. 
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Fig 2.—Pattern of ultrasonic energy field 
generated across diameter of 2-cm, 5.265- 
MHz ultrasound transducer. Intensity was 
measured in water. 


ples the transducer directly to the treat- 
ment area. The transducer is held over the 
lesion manually or with a spring-loaded 
holder. 

The field size for treatment is circular 
and can be adjusted by selecting transduc- 
ers of different diameters. Transducers of 
2- and 4-cm diameters were used in this 
study. Both transducers give a relatively 
uniform circular field of ultrasonic ener- 


gy. 
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Psoriatic Plaque Heat Dosimetry 


The temperature within the center of a 
lesion is continuously monitored during a 
treatment session by a thermoprobe that 
consists of an iron-constantan thermocou- 
ple embedded in a 29-gauge needle. The 
needle thermoprobe is placed intradermal- 
ly at an approximate depth of 1 mm in the 
center of the treatment field after local 
anesthesia with 1% lidocaine hydrochloride 
without epinephrine. With the transducer 
in place over the lesion, the lesion temper- 
ature is viewed on a display console and is 
maintained in the desired range by adjust- 
ing the energy output of the transducer. 
The transducer frequency determines the 
depth of heating. At a given frequency, the 
incident power that is required to achieve 
the desired temperature varied from 0.49 
to 0.64 W/sq em. The same incident power 
for heating was used for subsequent treat- 
ments in the same lesion. It was therefore 
necessary to insert the thermoprobe only 
during the first treatment session. The 
power required varied from patient to 
patient and from one anatomic area to 
another in a given patient. 

To evaluate the pattern of heat distribu- 
tion, the energy output of a transducer was 
measured in a psoriatic plaque. A thermo- 
probe was inserted into the center of a 
lesion and successive temperature readings 
were taken as the transducer was moved 
across the lesion. Uniform temperatures 
were achieved across the diameter of the 
treatment area and fell rapidly outside this 
field (Fig 4). 





Fig 3.—Ultrasound transducer used to 
heat psoriatic plaques. A, radiofrequency 
input cable to transducer; B, transducer 
housing for piezoelectric ceramic crystal; 
C, water cuff for coupling energy to skin 
surface; D, tubing for circulating water 
from heated reservoir; and E, thermocou- 
ple probe lead. 


Patient Selection 
and Treatment Protocol 


Nine patients with chronic stable psoria- 
sis, selected from the dermatology services 
at the Stanford (Calif) University Hospital 
and the Palo Alto (Calif) Veterans Admin- . 
istration Hospital, were studied. Four of 
these patients received multiple courses of 
hyperthermia. In all, 22 lesions were 
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Fig 4.—Temperatures measured by ther- 
mocoupie probe inserted into center of 
psoriatic plaque (2-mm depth) as trans- 
ducer was moved across lesion. 


treated. These included diserete plaques 
less than 4 em in diameter or equivalent 
areas of a larger plaque. None of the 
patients had received systemie or topical 
treatment for at least one month before 
the study. The treated sites received no 
topieal treatment during the study period. 
Three patients who. received multiple 
courses of therapy were each given one 
course of hyperthermia during a period 
when new lesions were appearing. All 
patients gave informed consent before 
entering the study. f 
The treatment protocol consisted of local 


heating of the lesions to 44 to 45 °C for 30 > 


minutes three times a week for a total of 


four to ten treatments. The temperature, 


^ frequency, and duration of «treatments 
were derived from pilot studies. A series of 
control treatments was conducted on 1nul- 
tiple plaques in each of three patients. 
Specifically, these included. a comparison 
between clinically comparable 
treated by ultrasound-induced heat and 
others treated by the heated water euff of 
the transducer. The intradermal’ thermo- 
probe was used to monitor the heat pro- 
duced by these two methods. Application of 
the water cuff at 45 °C resulted in maxi- 
mum temperatures of 42 to 43 °C at the 
approximate l-mm depth of the thermo- 
probe, Ultrasound-induced hyperthermia 
was then adjusted to produce this same 
5 thermoprobe temperature in a comparable 
~ plaque. Water cuff temperatures in excess 
= 9f 45 °C could not be used, since they 
< produced pain. Therefore, these test condi- 
"tions were carried out at approximately 2 
°C less than the typical treatment protocol 
temperature. Other lesions served as 
untreated controls, and one patient re- 
ceived a series of ultrasound hyperthermia 
treatments controlled by a series of mock 
treatments with the ultrasound gel and 
transducer without heated water cuff or 
ultrasound therapy. 

Three- or four-millimeter punch biopsy 
specimens were taken from six lesions in 
«four patients. Specimens were taken 
before treatment and again at various 
periods ranging from four to seven days 
after the start of hyperthermia therapy. 
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lesions. 


Objective Response 
(% of Total) 


Complete clearing (68) 





Partial (23) 





_Minimal or no change (9) 
; Total 





After fixation of the tissue specimens in à 


buffered formaldehyde solution and paraf- 
fin embedding, 6-u sections were stained: 


with hematoxylin-eosin, PAS, and Ver- 
hoeff'E elastin-Van Gieson’s stains. and 
studied by light mieroscopy. f 

The clinical responses of lesions were 
graded as completely clear (no erythema, 
scaling, or palpability), partial response 
(decreased erythema and palpability), or no 
response, Lesions were photographed at 


_frequent intervals. The clinical. response 


was assessed at the end of the treatment 
period and again at weekly intervals for 
variable periods. 


RESULTS 


: Localized heating induced by ultra- 
sound was delivered to 22 psoriatic 
plaques in nine patients. Lesion 
responses are summarized in the 
Table and represent objective evalua- 
tions at one to two weeks after com- 
pletion of a course of treatment. Fif- 


complete resolution within the treated 
area. The initia! responses, occurring 
as early as two days after the first 
treatment, were characterized by de- 
creased scaling, fading erythema, and 
thinning of the plaque. Three lesions 
cleared completely after only. four 


treatments given during a ten-day 


period. 
The rate of clearing was variable. 
Some treated areas eleared after three 


to four treatments, while others - 
exhibited the same degree of response 


within the first or second week after 
the last of six to ten treatments. An 
example of a responsive psoriatic 
lesion before and after local hyper- 
thermia is shown in Fig 5. Clearing 
was sharply limited to the confines of 
the treatment area. One fourth of all 
the treated lesions had a. partial 
response. Two patients had little tono 
change in plaques after ten heat treat- 
ments. In one of these, new lesions 
were aetively developing. Three pa- 
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Response of Psoriatic Plaques to Ultrasound Hyperthermia 2 


No. of 
No. of Treatments 
Lesions of Each Lesion* 





and localized heating induced by 


. were compared in three patients. 


sets of plaques in two patients cleare 
completely. In one patient, the r 
sponse was: partial. The mock treat- 
- ment without heat or ultrasound ener- 


. Ultrasound hyperthermia treat- 


patients. In a total of 156 individual 
;,treatment sessions, there were no 
teen of the 22 lesions (68%) showed 
^ tial discomfort, or indications of sys- 


focal point of "deep heating" within 
the treated area during. heating. In 
“both cases, «psoriatic plaques were 
located: directly over. bone. Higher 


- these regions from reflection of ultra- 


¿plaques after hyperthermia treat- 


























































*Four of nine patients received multiple courses of treatment, but on different plaques. 


tients. were initially treated with | 
favorable responses at times when 
their psoriasis was stable. Later, these“ 
three patients were treated again dur- 
ing. periods: when. new lesions were 
appearing and exhibited either a par- 
tial or no response. E 
Plaque responses to heat alone gen- 
erated by the transducer water euff ' 





ultrasound at the same temperatu 


When . intralesional temperatures 
were maintained at 42 to 43 °C, bot 


gy elicited no response. 


ments were well tolerated by all 


cutaneous. burns, reports of substan- 


temic symptoms. Two patients experi- 
enced a sensation of pressure and a 


temperatures may have. resulted in 


sonic energy from the bone surface. 
“Only a limited time was available 
for following up the status of psoriatic 


ments. Since most patients had exten- 
sive disease involvement and only 
small areas could be treated in this 
study, they were anxious to resume 
eonventional treatment. However, the 
response seems to be temporary. Of 
the 15 lesions that cleared in the 
treated area, ten remained clear for at 
least one month, two for two months; 
and. three for three months before 
relapse or unavailability of the patient 
for follow-up. 





Fig 5.—Left, Chronic psoriatic plaque (8.5 x 4 cm) on right side of chest wall before localized heating induced 
by ultrasound. Right, Psoriatic plaque at one week after completing seven ultrasound hyperthermia treatments 
at 44 °C. Complete regression limited to area of placement of ultrasound transducer for treatment. 


Study by light microscopy of the 
specimens taken before treatment 
showed variable degrees of changes 
typical of psoriatic lesions." These 
included focal or complete absence of 
the granular layer, parakeratosis, and 
thickening of the epidermis. Four of 
the six lesions that underwent biopsy 
again early in the course of hyperther- 
mia treatment (after four to seven 
days) revealed partial or complete 
reformation of the granular layer and 
normalization of the overlying stra- 
tum corneum to an orthokeratotic pat- 
tern. At this stage, there were no 
definite changes in epidermal thick- 
ness, in the vessels of the dermal 
papillae, or in the amount of inflam- 
matory infiltrate in the upper part of 
the dermis. Two of the specimens tak- 
en from these lesions during treat- 
ment each contained a single focus of 
epidermal cell necrosis in the midepi- 
dermis that did not extend into the 
basal layer. Each of these foci con- 
tained about 15 to 20 cells that exhib- 
ited pyknotic nuclei, an eosinophilic or 
coarsely granular cytoplasm, and vari- 
able acantholysis. The two lesions that 
did not show early normalization of 
the granular layer showed no other 
definite changes and never did re- 
spond clinically to that course of 
hyperthermia. 


COMMENT 


Results from this study indicate 
that localized hyperthermia, which has 
been effective in tumor cell eradica- 
tion, warrants further attention with 
regard to its effects on benign hyper- 
proliferative diseases such as psoria- 
sis. In this study, heat induced by 
ultrasound in the range of 42 to 45 °C 
was effective in producing regression 
of psoriatic lesions. Although it is too 
early to make a definitive statement 
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of the length of remission induced, the 
response seems to be temporary, with 
clearing limited to the field of treat- 
ment. The two completely unrespon- 
sive lesions were seen in patients 
experiencing a generalized exacerba- 
tion of their psoriasis. Since patient 
responses on the rigid protocol were 
variable, a longer treatment course 
may be necessary for some individuals 
to achieve clearing. 

The earliest and most consistent 
change noted histologically was the 
reappearance or increase in the gran- 
ular layer. This same early change 
occurs in psoriatic lesions treated with 
plastic occlusive dressings, topical tre- 
tinoin, topical fluocinolone acetonide 
(0.0062% in aqueous cream), and 
anthralin.'’*! In heat-treated tumors, 
the response is characterized by histo- 
logie evidence of widespread necro- 
sis." Two of the responsive lesions in 
this study each contained a single 
focus of 15 to 20 necrotic epidermal 
cells. The relationship of these necrot- 
ic foci to regression of the psoriatic 
lesion is uncertain. The sparsity of 
these foci suggests that they are not 
essential to clinical response. Alterna- 
tively, they may be due to “hot spots” 
produced by fluctuations in the inten- 
sity of the ultrasonic field or concen- 
tration of heat around the thermocou- 
ple probe. 

Heating induced by ultrasound in 
this investigation permitted  con- 
trolled heat delivery, ensuring rela- 
tively uniform distribution of heat at 
a desired depth and temperature 
within the lesion in the treatment 
field. A thermal gradient results from 
absorption of energy as it penetrates 
tissue. The thickness of a lesion and 
the vascular perfusion of the involved 
tissue are important factors in ther- 
mal conductance and the dissipation 
of heat. Skin is a poor thermal conduc- 


tor. However, it is well perfused and 
therefore dissipates heat rapidly in an 
area. As demonstrated in this study, 
when a water jacket at 45 °C was 
applied to the skin surface of a pso- 
riatic plaque, there was a heat loss of 1 
to 1.5 °C/mm of tissue as measured by 
a thermocouple probe. Since 45 °C 
represents the thermal threshold for 
pain tolerance and heat above 46 to 47 
°C may result in tissue damage, a heat 
delivery system that focuses heat 
while maintaining a comfortable sur- 
face temperature is desirable. Tech- 
nology is presently available to permit 
optimization of heat delivery using a 
variety of systems, including micro- 
waves, radiofrequency waves, and 
ultrasound irradiation for superficial 
lesions." 

Despite wide-ranging  investiga- 
tions (as reviewed in references 23 
and 24), the mechanism of action of 
hyperthermia is not clearly under- 
stood. Analysis of the cellular re- 
sponses in psoriasis to ultrasound 
hyperthermia requires consideration 
of the effects produced by acoustic 
energy and also those of heat alone. 
Absorption of sound by the tissue 
produces both thermal and nonther- 
mal effects.^ A definite nonthermal 
cytotoxie effect of ultrasound has 
been observed in mammalian cells in 
eulture.^ Without further compara- 
tive studies of ultrasound and heat in 
vivo, it is not possible to assess ade- 
quately the relative importance of 
these two components on psoriatic 
plaque response. The similar response 
of the two psoriatic lesions to both 
heat alone (induced by water cuff) and 
ultrasound-induced heating alone sug- 
gest that heat is the most important 
component. d 

In search of hypotheses for the 
effects of heat on psoriatic plaques, 
we can make several generalizations 
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from studies on normal mammalian 
* cells, transformed cell lines in vitro, 
and animal tumor models. Biosynthe- 
sis of nucleic acids and proteins, cell 
respiration, and glycolysis are inhib- 
ited by temperatures above 42 °C." 
Hyperthermia delays the progression 
of cells through all stages of the cell 
- cycle, but those in the S phase and in 
mitosis seem to be the most sensi- 
tive. Modified rates of DNA synthe- 
sis are probably a consequence of this 
differential cell cycle sensitivity. The 
nucleolus is also a thermosensitive 
site. At supranormal temperatures, 
there is disappearance of granular 
ribonuclear protein and augmentation 
and eondensation of fibrillar ribonu- 
clear protein granules. This phenome- 
non temporarily blocks DNA-depen- 
dent RNA synthesis but is reversible 
when cells are returned to 37 °C." 

It has been suggested that altera- 
tions in lysosomal and plasma cell 
membranes are of prime importance 
in explaining thermal effects." Mem- 
brane structural changes occur when 
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temperatures are elevated as a result 
of reorganization of membrane lipids. 
This modifies the permeability prop- 
erties of the cell and alters the rela- 
tionship of lipids with cell macromole- 
cules. 

Gerner et al have recently reported 
that polyamines enhance hyperther- 
mia-induced cytotoxicity.” Heat 
treatment of cells in vitro induced 
leakage of polyamines through cell 
membranes resulting in decreased 
intracellular levels. This was then 


associated with inhibition of the cell- 
cycle. Gerner et al also found that the- 


addition of polyamines to cells in cul- 


ture seemed to sensitize them to the- 


effects of heat. One could therefore 
speculate that the elevated polyamine 


levels found in involved psoriatic. 


skin" might potentiate the effects 
of heat. 

Prostaglandins, their precursors, 
and related compounds are synthe- 


sized in response to injurious agents. .. 


Elevated temperatures probably lead 
to release of these compounds.” While 
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the mechanisms by whieh prostaglan- 
dins may assist in the maintenance of 
cellular homeostasis are not clear, 
alterations in cell prostaglandin levels 
by heat may have important implica- 
tions with regard. to cell prolifer- 
ation. 

This report presents our observa- 
tion that applied heat at temperatures; 
a few degrees above body tempera- 
ture produces regression in some 
plaques of chronic psoriasis. While 


ized heating might be useful for the 
treatment of benign hyperprolifera- 
tive diseases. Furthermore, heat ma 
be.an additional valuable probe. fo 
exploration of the regulatory facto 
in epidermal cell function and prolif 
eration. 
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Topically Applied Fluocinonide 
in an Adhesive Base in the Treatment 
of Oral Vesiculoerosive Diseases 


Francina Lozada, DDS, MS, Sol Silverman, Jr, MA, DDS 


:: Patients with oral vesiculoerosive dis- 
eases: frequently require corticosteroid 
treatment to induce healing and reduce 

pain. Because of the adverse effects asso- 

iated with systemic use, topical applica- 


0.05% fluocinonide in an adhesive 


base was investigated. The study group 
¿was comprised of 89 patients with erythe- 
ma multiforme, lichen planus, benign 
mucous membrane ‘pemphigoid, or. pem- 
phigus. In the double-blind phase involv- 
ing 15° patients, - seven responded com- 


`; pletely and eight partially to the topical 


ointment. in the open study that included 
74. patients, 35 had complete disappear- 
‘ance. of signs and symptoms, while 39 
experienced partial benefit. There were no 
adverse side effects. All 89. patients were 
observed for three to 35 months and each 
patient's condition continued to respond 
to the treatment. when its use was 
required. 
(Arch Dermatol 116:898-901, 1980) 


pu with vesieuloerosive muco- 
cutaneous diseases often have 


chronic or recurring oral lesions that. 
cause intense pain and interfere with 
„a variety of functions including eating. 


and speech. While systemic treatment 
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with corticosteroids is often. helpful, 


preexisting systemic disease and un- 
desirable side effects may contraindi- 
cate their usage. Serious adverse reac- 
tions at recommended. therapeutic 
doses have not been observed with the 
short-term use of topical corticoste- 
roids, and long-term topical treatment, 
almost never results in serious sys- 
temic toxicity. Secondary infection 
and atrophy have been described from 
repeated topical application, of. ste- 
roids to skin, although adverse reac- 
tions have not been reported after 
application to oral mucous mem- 


branes. Moreover, previous experi- . 


ences in our clinie have shown no 
undesirable effects following applica- 
tions of steroids to the oral mucosa. 
An effective topical agent would be 
of great value in the treatment of 
many patients afflicted. with oral 
chronic idiopathic vesiculoerosive dis- 
eases. The purpose of this study was 
to evaluate the efficacy of a potent 


topical 
(Lidex), in an adhesive base (Orabase), 


corticosteroid, . fluocinonide 


for the treatment of patients with 
erythema multiforme, lichen planus, 
benign mucous. membrane pemphi- 


--goid, and pemphigus. 


MATERIALS AND METHODS 
Patients 


Eighty-nine patients with chronie vesie- 
uloerosive lesions seen in the Oral Medicine 
Clinic, University of California, San Fran- 


‘cisco, were included in our study group 


(Table 1). The diagnoses were confirmed 
by clinical features, biopsy, immunofluor- 
escence microscopy, and natural history of 
the disease. All patients either had chronic 
lesions that were either unresponsive to 
other modalities of treatment. or had had 
previous. treatments that resulted in 
adverse reactions. 


Drug 


Fluocinonide ointment is a topical high- 
potency glucocorticoid with anti-inflam- 
matory and vasoconstrictor properties." 


Table 1.—Patient Characteristics of Fluocinonide Study Group » 


_ No. of 
"Patients 


[Laer cuiu? nachna, 


f x 
"Lichen planus 
Erythema multiforme 


Benign mucous membrane 
pemphigoid 


Pemphigus ` 


Total 





Duration of 
Age Range, yr Disease, yr 


30-75 


1 S 19-76 


1 P E, 8 


oA 
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e The adhesive base used is an oral protec- 
tive paste consisting of a combination of 
gelatin, pectin, and sodium carboxymethyl- 
cellulose in a plasticized hydrocarbon gel (a 
polyethylene and mineral oil gel base). The 
base is nonirritating, nontoxic, and harm- 
less if swallowed. It contains no antibiotic, 
analgesic, or antiseptic, and is odorless and 
tasteless. It was used in our study because 
of its adhesive qualities, allowing the fluo- 
cinonide to remain in contact with the oral 
mucosa for a longer period of time. 

The ointments were prepared by the 
University of California Hospital Pharma- 
cy, San Francisco. Equal parts by weight of 
the adhesive base and 0.05% fluocinonide or 
of the adhesive base and the fluocinonide 
vehicle base were mixed well by levigation 
techniques. 


Study Design 


The patients were studied in two groups. 
The first group of 15 patients (12 women 
and three men, ranging in age from 39 to 
75 years) were tested using a double-blind 
crossover design. Fluocinonide in adhesive 
base was used as the active agent and 
fluocinonide base in adhesive base as the 
control. Each patient was advised that the 
study included a placebo control, and writ- 
ten informed consent was obtained. All 
patients were instructed to apply the oint- 
ment to the erosions five to six times a day 
for two weeks. Patients were advised to 
use the ointment after meals and not to eat 
or drink for at least half an hour after each 
application. If a patient’s condition had not 
responded to the first ointment after the 
second week, treatment was discontinued 
for one week, after which the alternate 
preparation was instituted. If the lesions 
disappeared, the alternate ointment was 
not used unless the lesions reappeared. All 
15 patients completed the crossover study, 
using both ointments. The code was not 
broken until completion of the crossover 
study. Blood pressure, WBC count, weight, 
and fasting blood glucose values were 
determined weekly. Any adverse reactions, 
both subjective and objective, were record- 
ed on standardized forms during weekly 
visits, and the lesions were monitored with 
photographs. 

The second group of 74 patients (46 
women and 28 men, ranging in age from 19 
to 76 years) were tested in an open study. 
Each individual used fluocinonide in adhe- 
sive base (five to six times daily for two 
weeks) without any alternate or adjunctive 
medieations, either local or systemic. 
Lesions were monitored by weekly obser- 
vations, as in the controlled trial. 

As a third phase of this study, the 89 
patients from both groups were followed 
up for periods ranging from three to 35 
months (average, ten months; median, sev- 
en months) They were divided into two 
groups. One group continued to use fluocin- 
onide in adhesive base regularly on a daily 
schedule not exceeding three applications; 
the other group discontinued regular usage 
*of the preparation and only reinstituted 
treatment in case of a flare. After the 
exacerbation was controlled, use of the 
adhesive ointment was discontinued. 
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‘RESULTS 
Controlled Study 


From the double-blind crossover 
protocol, seven patients had a com- 
plete remission of signs and symp- 
toms, significant at the .001 level 
using the x? test, while eight experi- 
enced a partial response by using fluo- 
cinonide in adhesive base (Table 2). A 
partial response was recorded if there 
was improvement in signs and/or 
symptoms. Two of the placebo users 
experienced a reduction of symptoms 
and were recorded as partial respond- 
ers. Figures 1 to 4 illustrate pretreat- 
ment disease states and the benefits 
derived from topical application of 
fluocinonide in adhesive base. 


Open Study 


All patients in the open study 
achieved either complete or partial 
remission of signs or symptoms in 
response to treatment with fluocino- 
nide. Thirty-five patients had a com- 
plete remission of signs and symp- 
toms, while 39 had partial responses 
(Table 3). Of the partial responders, 29 
(74%) had a complete remission of 
their symptoms despite persistence of 
signs. In the partial responders, one 
patient had complete disappearance 
of signs, but still experienced discom- 
fort. 


Follow-up Study 


Eighty-nine patients were observed 
for periods ranging from three to 35 


Table 2.—Responses From Double-blind Crossover Study* 


Response to Fluocinonide 


in Adhesive Base 


Response to Placebo 


——— P ———— 


Complete 


Partial 


None Complete Partial None 


Lichen planus (N — 11) 6 5 0 0 1 10 
Benign mucous membrane 
pemphigoid (N — 3) 1 2 0 0 1 2 


Pemphigus (N — 1) 1 0 0 0 1 


0 
Total (N = 15) 7 





0 0 2 13 


*Difference between fluocinonide group and placebo group is significant (P < .001) (x^ test). All 


values are given as number of patients. 








Fig 1.—Left, Lesions of lichen planus, of 18 months' duration, on tongue of 39-year-old 
man. Right, Complete remission of signs and symptoms after three months of treatment 
with fluocinonide in adhesive base. 





WI 


Fig 2.—Left, Lesions of persistent buccal erythema multiforme, of three months' duration, 





E 


in 56-year-old woman. Right, Complete remission of signs and symptoms after one week 
of treatment with fluocinonide in adhesive base. 
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Fig 4.—Left, Painful lesions of pemphigus, of four years' duration, confined to gingiva of 
58-year-old woman. Right, Almost complete disappearance of lesions after three weeks 


of treatment with fluocinonide in adhesive base; condition became asymptomatic. 


Table 3.—Responses From Open Study of Patients Treated With Fluocinonide 


in Adhesive Base* 


Lichen planus (N — 56) 29 27 0 27 21 6 
Erythema multiforme (N — 16) 6 10 1 9 7 3 


Benign mucous membrane 
pemphigoid (N — 2) 0 2 0 2 1 1 


Total (N = 74) 35 39 1 38 29 10 





Partial Response 


—ÁÓ——À———————— — 


Remission 
of Symptoms 
eo 


Complete Partial 


Remission 
of Signs 
OO. 
Complete Partial 


Total 
Response Total 


*All values are given as number of patients. 


Table 4.—Responses From Follow-up Study of Patients Treated 


Original 
Response 


Complete 


Partial 


Total 


With Fluocinonide in Adhesive Base* 


Results When 
Fluocinonide Usage 
Was Increased 
or Reinstituted 
eT 
Improve- 
ment 


Course of Disease 


Follow-up Treatment — | — —— —. —— ——— ——À 


LU Ei TERES Control 
Fluocinonide ^ No. of Status Slight Severe 
Usage Patients Unchanged Flares Flares 


Regular} 20 10 10 

Discontinuedt . 27 9 18 0 

Regular} 19 4 15 0 15 

Discontinuedi . 23 3 18 2 20 
89 26 61 2 63 


No Help 





*All values are given as number of patients. 
TOne to three times daily. — * 
{Up to six times daily, in case of flare only. 
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Fig 3.—Left, Lesions of benign mucous membrane pemphigoid, of one year's duration, 
on gingiva of 51-year-old woman. Right, Complete remission of signs and symptoms after 
one year of treatment with fluocinonide in adhesive base, following slow progressive 


months (average, 14 months; median, , 
10 months). Twenty-six remained free 
of any flares (Table 4). In the 63 
patients who experienced flares, all 
responded almost immediately to sub- 
sequent applications of fluocinonide 
in adhesive base. 

The blood pressure, fasting blood 
glucose level, WBC count, and weight 
before and at the end of the treatment 
period showed no meaningful changes 
(Table 5). While the average fasting 
blood glucose level increased in 13% of 
patients, all values remained within 
normal limits when adjusted for age. 
All values were essentially similar for 
each patient in the crossover study, 
whether receiving placebo or medica- 
tion. The slight tendeney toward 
increased fasting blood glucose levels 
may have been a reflection of 
increased food intake following the 
relief of symptoms. 

Candidal infections were not evi- 
dent. In three patients, a soft, white 
pseudomembrane developed, semiad- 
herent to the tissue at the site of 
applications; on decreasing the fre- 
quency of applications, the pseudo- 
membrane disappeared. Two patients 
complained of nausea, but when the 
amount of drug was reduced at each 
application, this complaint disap- 
peared. 


COMMENT 


Effective management of many 
patients with chronic vesiculoerosive 
oral lesions has been difficult because 
of lack of response to mild palliative 
agents and either frequent resistance 
to low-dose systemic corticosteroid 
therapy or bothersome side effects 
from more aggressive corticosteroid 
usage. Fluocinonide in adhesive base 
appears to provide a successful alter- 
native for this dilemma, since our 
study showed that clinical responses 
have been excellent and adverse 
effects have been essentially nonexis- 
tent. 

Our positive and statistically signif- 
icant results were confirmed in a large 
open study. Additionally, many pa- 
tients had bilateral lesions and served 
as their own controls, ie, applying 
fluocinonide unilaterally improved the 
treated lesion, while the lesion on the 
opposite inner cheek remained un- 
changed. Subsequent application to 
the contralateral lesion induced im- 
provement. Furthermore, fluocino- 
nide continued to be effective on fol- 
low-up study, whether it was used on a 
regular or intermittent schedule. Al-. 
though our follow-up observations 
indieated continued efficacy, other 
studies*" have alluded to the possibili- 
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ty of diminished biologic effective- 
ness (tachyphylaxis) after repeated 
cutaneous applications of fluocinonide 
or other topical corticosteroids. How- 
ever, these latter observations were 
based on extensive corticosteroid ap- 
plications for prolonged periods of 
time. Our failure to observe tachyphy- 
laxis may be explained on the basis of 
shorter contact time following topical 
mucosal applications, as well as dimin- 
ished frequency of application due to 
reduction of signs and symptoms. 
There is a low risk of undesirable 
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Table 5.—Physical Characteristics of Patients Receiving Fluocinonide Treatment 


Before Treatment, 


Examination Range (Average) Range (Average) 


4,200-8,300 (6,100) 


End of Treatment, 


4,100-7,400 (6,000) 





systemic effects, such as pituitary- 
adrenal axis suppression, fluid reten- 
tion, and hyperglycemia, when potent 
corticosteroids are used topically in 
small amounts.'?**'' However, potent 
topical corticosteroids used in massive 
amounts on extensive areas for pro- 
longed periods have led to pituitary- 
adrenal suppression when treating 
patients with generalized dermati- 
tis.'" 

For lesions occurring in most areas 
of the oral cavity, there is acceptable 
access for topical ointment applica- 
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, Aa 
tion. The effectiveness of topical 
treatment is enhanced by the use of- 


an adhesive substance that provides 
both delivery of active drug and ade- 
quate exposure time. It is of interest 
that intralesional corticosteroid thera- 
py has not been successful in the 
treatment of mucosal vesiculoerosive 
lesions,''® possibly due to a poor selec- 
tion of eases or inadequate trials. 
The reason why more patients did 
not experience a complete remission 
of lesions with topical application is 
unknown; possibly more frequent and 
longer usage would have induced an 
even higher incidence of remissions. 
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Captopril, an orally active dipeptidyl- 
carboxypeptidase inhibitor, is a promising 
new antihypertensive agent. Cutaneous 
reactions are the most common. side 
effects of this therapy. The data from 15 
previous cases and seven new ones are 

ewed. The cutaneous eruptions ap- 

' to. be. pharmacologic in nature, 
occurring mostly at higher dosage sched- 
: ules ‘and resolving at lower dosage levels. 
Historical data, the results of skin tests, 
d the known pharmacology of captopril 
suggest that these captopril-induced 
ions may be the result of potentiation 
nin-mediated cutaneous reactions. 
rch: Dermatol 116:902-905, 1980) 


odification of the. renin-angio- 
tensin system. is a logical phar- 
ee dye in the. treatment 


id volume by pratt: release 
and to vasoconstriction, two key com- 
ponents of the pathophysiology of 
hypertension. Angiotensin II, the bio- 
logically active octapeptide, is formed 
"from the splitting off of a dipeptide 
; from angiotensin I, the inactive deca- 
peptide, by angiotensin-converting 
- enzyme in the lungs. A new class of 
. antihypertensive agents, the competi- 
tive inhibitors of angiotensin-convert- 
“ing enzyme (ACE), appear to be very 
effective in. the treatment of hyper- 
» tension.’ Captopril is the most potent 
of the entire group of ACE inhib- 
rs. 1 
Cutaneous reactions are the most 
common side effects. observed during 
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The Captopril-Induced Eruption 
A Possible Mechanism: Cutaneous Kinin Pötentiation 


Jonathan K. Wilkin; MD; Jeremy J. Hammond, MD; Walter M; Kirkendall, MD 


captopril therapy. We report. seven 
additional cases of cutaneous. reat- 


‘tions associated with captopril thera- 


py, present the results of a pharmaco- 
logie study in one patient, review the 
15 previous accounts of captopril erup- 
tions, and suggest a possible patho- 
genie mechanism for the. eruptions. 
The following three case reports are 
representative of the entire group of 
seven patients we are presenting (Ta- 
ble 1). 


REPORT OF CASES. 


Case L—AÀA 47-year-old woman with 
severe essential hypertension was treated 
with 450 mg of captopril daily. She had a 
history of a pruritic, urticarial reaction to 
penicillin. Twelve days after captopril ther- 
apy was begun, an extremely pruritic erup- 
tion developed. Examination revealed an 
erythematous, generalized, maeulopapular 
eruption. Fourteen days after the appear- 
ance of the rash, the captopril dosage was 
reduced to 300 mg daily (Fig. 1), and the 
patient was given 25 mg of diphenhydra- 
mine hydroehloride every eight hours. Six 
days after the captopril dosage had been 
reduced, the eruption had completely 
resolved, and diphenhydramine therapy 
was stopped. 

Case 2.—A 67-year-old man with severe 
essential hypertension was treated with 
150 mg of captopril daily for two days and 
then 300 mg daily for two days. He had a 
history of idiopathic, recurrent angioede- 
ma-of the hands and lips. Also, the patient 
reported angioedema appearing in the 
antecubital fossae immediately after veni- 
puncture on multiple occasions. Antecubi- 


"tal fossa angioedéma after venipuncture 


was observed on one oecasion before eapto- 
pril therapy was begun. On the evening of 
the third day of captopril therapy, the 
patient noted a slight swelling around his 
eyes. He awoke the following morning with 


- severe edema of the cutaneous tissues of 


the head and neck (Fig 2). On examination, 
there was an erythematous eruption of 
small urticarial papules on the chest, the 
upper part of the back, and the arms. There 
was also mild lingual edema. The patient 
was hospitalized for observation and capto- 
pril therapy was discontinued; Most of the 


edema rapidly subsided, and he was dis- 


charged on the following day. Four days 


later, the eruption had completely re- 
solved. 

CASE 3.—A 72-year-old man with essen- 
tial hypertension was treated with 450 mg 
of captopril daily. He was also taking, and 
continued to take at varying dosage sched- 
ules, both» furosemide and. propranolol 

hydrochloride. He had a history of pruritic 
rash following ingestion of an unknown 
medication. Seventy-one days after be- 
ginning captopril’ therapy, the: dosage 
schedule was increased to 600 mg daily. 
Seven days after the increase in dosage, a 
pruritic eruption on the upper part of the 
back and upper part of the chest developed. 
Examination showed erythematous mac- 
ules, subcircular to elliptic, with the long 
axis parallel to Langer's lines as in pityria- 
sis rosea. Superficial excoriations were 
present on the upper part of the chest and 
below both seapulae. Two 4-mm punch 
biopsy specimens were obtained from non- 
excoriated lesions on the back. Seven days 
after the onset of the eruption, the capto- 
pril dosage schedule was reduced to 450 mg 
daily, and treatment with diphenhydra- 
mine hydrochloride, 50 mg every six hours, 
was started. Two weeks after the reduction 
in captopril dosage, most of the erythema- 
tous macules had become increasingly pig- 
mented and sealy. Some of the apparently 
older lesions had sealing restricted to a 
peripheral collarette (Fig 3). The distribu- 
tion pattern was suggestive of pityriasis 
rosea (Fig. 4). Captopril therapy was dis- 
continued. 

A skin biopsy specimen revealed histo- 
pathologie findings of edema, dilated ves- 
sels, some swelling of endothelial cells, a 
mild extravasation of erythrocytes, and 
a perivascular lymphocytic infiltrate 
(Fig 5). 


METHODS 


In one patient, patient 5, intradermal 
injections were .made into the volar . 
aspects of both forearms on the day before 
beginning captopril therapy and on the 
llth day of captopril therapy. All injections 
were performed with 50 x 0.5-uL syringes, 
permitting the accurate transfer of 0.02 
mL of test solution. Histamine phosphate 
(2.75 mg/mL) was diluted with physiologic 
saline solution to make the following con-" 
centrations of histamine: 5 pg/mL, 10 ug/ 
mL, 25 ug/mL, and 50 pe/mL. Physiologic 
saline solution: served as a control The 
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: Table 1.—Reports of Captopril-Induced Cutaneous Eruptions : 






“Rash” 
Diffuse erythematous, 

- maculopapular 
Morbilliform or maculo- 
papular; trunk and 

extremities 







Diffuse macular; trunk, 
forearms, and thighs 


Generalized morbilliform 





Maculopapular (with pru-.. NR 


ritus); neck and upper 
extremities 

Erythematous, erm 
‘papular 


Angioedematous, macu- 
lopapular 





Erythematous, maculo- 
papular; becoming 
maculosquamous; 
pityriasis-rosea-like . 

Erythematous, maculo- 
papular 


“4 


Angioedematous lip 
Urticaria 

Angioedematous lip, 
urticaria 

Macular erythema on 

hands, urticarial on 

chest 

Urticarial, then maculo- 

papular 






*NR, not reported. 
TApparently common. 


flare reaction was outlined on the skin 
after five minutes. The borders of the 
flares were traced on a transparent poly- 
ethylene film, and the enclosed areas were 
measured planimetrically. 


RESULTS 


. There was a substantial increase in 
© othe flare response during captopril 

_ therapy. At all concentrations, the 
flares were considerably larger during 
captopril therapy (Fig 6). 


COMMENT 


: Captopril is; a .dipeptidylcarboxy- 
peptidase inhibitor. Dipeptidylearbox- 
ypeptidase, frequently referred to as 
ACE, is also kininase II, the inactiva- 
tor of bradykinin. Accordingly, capto- 
pril, by inhibiting ACE, not only in- 
hibits the production of angiotensin 
1I, but also inhibits the catabolism of 
the kinins Pig T). dt has been sug- 

















NR* (« 4 wk) 


12 


: in captopril thera- 















No. of Days (No. of Daily Captopril Dos- 


Eruption 
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0 





300 mg 


450 mg 


450 mg 


gested that kinins may play an impor- 
tant role in renal function and blood 


pressure regulation; hence, their po- 


tentiation may be quite useful in anti- 
hypertensive therapy.*'* 
Dipeptidylearboxypeptidase inhibi- 
tion augments both the excretion of 
urinary kinins and the kinin content 
of renal venous blood. This is asso- 
ciated. with increases in renal blood 


flow, urine flow, and sodium exere- 


tion, suggesting that inhibition of kin- 
inase activity augments the intrare- 


nal activity of the kallikrein-kinin sys-- 


tem that, in turn, produces renal 
vasodilation, diuresis, and natriure- 
sis.” It has been shown that the 
intrarenal activity of prostaglandins 
under basal conditions may be deter- 
mined by the prior generation of kin- 
ins within the kidney.’ 

Another dipeptidylearboxypepti- 
dàse inhibitor, teprotide, has. been 
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employed in the study of vascular and 
‘endocrine responses in hypertension, 
While the reduction of angiotensin IL. 
concentration .was potentiated in h 
pertensive individuals, the most stri 
ing difference between the hyperten- 
sive and the normotensive patients 

. was in the response of plasma brad 
“kinin to the infusion of teprotide. In 
the hypertensive patients, there w 
significant rise in bradykinin conce 
tration. It was suggested that plasma 
bradykinin affects the regulation of | 
arterial. pressure in essential hyper- 
tension and that the antihypertensive 
action of dipeptidylearboxypeptidase | 
inhibition occurred in part through its E 
kinin-potentiating activity.” i 

Evidence supporting the role of kin- 

ins as mediators in various cutaneous 
reactions has been deduced from the | 
following two types of experiments: 
“kallikrein inhibitor (aprotinin) treat- 
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Fig 1.—Dosage schedule of captopril and course of captopril-associated rash, case 1. 


Fig 3.—Peripheral collarette on pigmented 
macule on back in case 3. 





Fig 2.—Angioedematous eruption in 
case 2. 


25 


Before Captopril Therapy 








Fig 4.—Pityriasis-rosea-like distri- 
bution of erythematous macules on 
trunk in case 3. 


Fig 5.—Histopathologic findings of lesion 
in case 3. Mild lymphocytic perivasculitis is 
present (hematoxylin-eosin, x 60). 





Fig 6.—Potentiation of flare response. Flare reactions at five 
minutes induced by 0.02 mL of physiologic saline solution and 


various concentrations of histamine phosphate in case 5. 
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Fig 7.—Effect of captopril on angiotensin and kinin systems; 
dipeptidylcarboxypeptidase inhibition. 
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Table 2.—Dermatologic Reactions 
"Associated With Kinins* 


"Dermatographism 
Chronic urticaria 

» Cold urticaria 
Angioedema 
Therma! burn 

Axon refiex flare 

Flushing vascular reactions (eg, carci- 
noid syndrome) 

: Pruritic reactions (eg, Hodgkin's dis- 

ease) 











*Modified in part from Winkelmann.” 


ment in chronic urticaria and deter- 
mination of kinin activity in dermal 
perfusates in urticarial and wheal- 
and-flare reactions. Excellent results 
have been reported in the therapy of 
chronic urticaria with aprotinin, a kal- 
likrein. inhibitor? Kallikrein is the 


vserine protease that releases kinins, 


eg, bradykinin, from the circulating 
precursor kininogen. An increase in 
bradykinin activity has been observed 
in the dermal perfusate collected after 


an axon reflex flare was induced by an 


intradermal injection of histamine 
phosphate (1:1,000):* Kinins have 
been demonstrated in the dermal per- 
fusate collected at the time of urtica- 
tion caused by the application of ice in 
patients with eold urticaria. Kinin 
activity has also been found in the 
rmal perfusates of patients with 
py injected intradermally with 


allergens." Recent work in identi- 


fying active materials in dermal per- 
fusates in axon reflex flares indicates 


"that the active material in the flare- 


zone perfusate has the general pre- 
dominating properties of a kinin, 
inter alia rat uterus contraction, rat 
duodenum relaxation, and depression 
of blood pressure when administered 
intravenously." 

The frequeney of a cutaneous erup- 
tion, the most common side effect, 
during captopril therapy varies from 
8.3% to 58:3% (this study). The aver- 
age frequency reported when consid- 


sering all series combined is 15.0%, 
which is only slightly greater than 


— that reported for the largest series of 


patients, 11.8%. Those series report- 
ing the smaller frequencies are large- 
ly composed of the more severe erup- 
tions requiring complete withdrawal 
from captopril therapy.***" Those se- 
ries reporting the larger frequencies 
included many eruptions that resolved 
even though the dosage schedule of 
captopril was unaltered or slightly 
‘reduced (this study and another’). 
Using this interpretation, we may in- 
fer that while approximately three of 


Arch Dermatol—Vol 116, Aug 1980 





-every five patients may experience 


subclinical 


some cutaneous eruption during cap- 
topril therapy, less than one in ten 
patients taking captopril will have an 
eruption severe enough to necessitate 
diseontinuation of captopril therapy. 

The cutaneous eruptions from cap- 
topril are usually limited to the upper 
part of the trunk, the arms, the head, 
and the neck. The reactions vary from 
edematous and urticarial to erythema- 
tous, maeulopapular, and morbilli- 
form. In one case, there was a pityria- 
sis rosea-like distribution pattern. 
The eruptions are short-lived, lasting 
less than a week after withdrawal 
from captopril therapy (five cases), 
after decreasing the dosage schedule 
of captopril (six cases), or after con- 
tinuing, unaltered, the same dosage 
schedule of captopril (more than four 
cases) (Table 1). 

In nine of the 15 cases from which 
data are available, the cutaneous erup- 
tions first. appeared from the seventh 
to the tenth days. For all 15 cases, the 
average day of onset is the ninth day. 
The average daily dosage of captopril 
at the onset of the eruption is 683 mg, 
and the range is 225 mg to 1,000 mg 
daily. In patients with captopril erup- 
tions, there was a high rate of pre- 
vious allergies and cutaneous diseases 
(five cases, this study) (Table 1). 

The observation that captopril reac- 
tions occur at high dosage schedules 
and resolve at lower dosage schedules 
suggests a pharmacologic dose-re- 
sponse effect rather than an immuno- 
logic mechanism. The fact that the 
cutaneous eruptions may occur in over 

half of all patients taking captopril 
also supports a pharmacologic mecha- 
nism. 

It is likely that the inhibition of 
kininase I] by captopril potentiates 
the activity of kinins, not only in the 
kidneys, but also in other organs, 
including the skin. We demonstrated 
a considerable potentiation of the his- 
tamine flare response, a cutaneous 
reaction associated with kinins, dur- 
ing captopril therapy (Fig 6). Capto- 
pril may potentiate the activity. of 
kinins in various cutaneous reactions, 
including urticaria and the urticarial 
component of rashes in general. and 
type I immunologic reactions (Table 
2). Possibly these inflammatory reac- 
tions oecur frequently to a limited, 
degree. With sufficient 
augmentation of kinin levels by eapto- 
pril, these reactions may become clini- 
cally manifest. The variability of the 
reaction in different patients and the 
clinieal similarity of the reaction to 
previous reactions in the individual 
patient are consistent with sueh an 









Among captopril reactors then 
was a high frequency of previo 
neous disorders, many associated wi 
kinins (Table 2). Those _ patie 
affected ‘with frequent kinin-as: 
ciated reactions, eg, atopy; chronic 
urticaria, and others, may constitu 
population for whom the potent ki 
nase II inhibitor, captopril, should be 
used: with great caution or not at all. 
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Leukoedema is a white or whitish- 
is lesion of the buccal and 

osa. The lesions may be 
or pate y, and are usually asymp- 

; a may be confused 
Darier's disease, white 

e ychia. congenita, 

idal. infection. The condition. is 

| most frequently. among black men. 
histologic appearance simulates that 
white sponge nevus. Symptomatic leu- 
oedema seems to respond to topical 
application of tretinoin. 
(Arch Dermatol 116:906-908, 1980) 

























1.1953, Sandstead and Lowe’ de- 
: aT an asymptomatic condi- 
on of the buccal mucosa that they 
- found in 43% of the white patients and 
in 90% of the black patients in a 
survey of 646 psychiatric inpatients. A 
ffuse mild involvement, which they 
described as “filmy opalescence,” was 
the most frequent clinical form of this 
n more advanced disease, 
sions of the teeth were promi- 
nent along the occlusal line, and des- 
quamation occurred, leaving a “moth- 
aten” eroded surface. Localized 
jatehes occurred, which were grossly 
distinguishable: from leukoplakia. 
fhe surface was soft to the touch and 






could not be scraped off without surgi- 3 


* "Aetepted for publication Feb 20, 1980. 
From the Department of Dermatology, Mayo 
Clinic and Mayo Foundation, Rochester, Minn. 
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ayo: Clinic, 200. First St: SW, Rochester, MN 
001 (Dr Duncan). 
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cukoedema of the Oral Mucosa 


Possibly an Acquired White Sponge Nevus 


cal manipulation. The lesions were 
usually bilateral, and the oral surface 
of the lips was frequently involved, 
Men were affected more frequently 
than women, especially when the 
lesions were more severe. There was a 
strong relationship to poor oral hy- 
giene, although factors such as age, 
tobacco habits, number of dental fil- 
ings, and positive findings for syphilis 
appeared to be unrelated. Histologi- 
cally, the lesions showed -epithelial 
thickening, intracellular edema of the 
Malpighian layer, parakeratosis with- 
out an increase in keratohyaline gran- 
ules, and broad, irregular rete ridges. 
Sandstead and Lowe named the condi- 
tion "leukoedema." 

Martin and Crump? later studied 
the condition among 1,000 black chil- 
dren and youths and found an inci- 
dence of 50.8%. They found that the 
severity increased with age, and they 
demonstrated a definite relationship 
to poor oral hygiene. They found no 
sex predilection and no familial corre- 
lation. 

Durocher et al? using a more 
intense examination lamp to identify 
milder forms, reported a much higher 
incidence (97%). They proposed that 
the condition be considered a varia- 


tion of normal. 


REPORT OF A CASE 
. A 24-year-old black man went to the 
Mayo Clinic (Rochester, Minn) Department 
of Dermatology because of enlarging white 


plaques of the buccal. mucosa. He had 


noticed diffuse, whitish areas of the buecal 
mucosa, which seemed to vary in degree 
with time, for several years. He stated that 


his sister had a similar condition. During 
the preceding two months, the areas had 
become more discrete and patehy and were 
easily caught between the upper and lower 


molars during mastication. As a result, 


some of the areas were tender. The patient 
did not smoke. 
Examination disclosed’: many discrete, 


soft, white to whitish-gray plaques of the 


buecal mucosa, 2 to 5 mm in size, and 
almost coalescing in the area of the parotid 
duct. Some areas showed irregular, fine, 
discrete erosions with a “moth-eaten” sur- 


face (Figure, left) Similar lesions also. 
were present on the mucosal surface of the 


lips. There were no white lesions on the 
tongue, but a diffuse yellow-brown discol- 
oration of the dorsal surface of the tongue 


was noted. The plaques could not be 


removed with a wooden tongue blade. 

A 4-mm punch biopsy specimen was tak- 
en of one of the plaques of the. buccal 
mucosa. Histologically, the epithelium was 
pale and. showed ‘acanthosis, with marked 
intracellular edema of the squamous cells 
(Figure, right). Vacuolation of epithelial 
cells was common. There was parakerato- 
sis, and the granular layer was lacking. 
Clumps of bacteria were noted at the sur- 
face of the epithelium. There was no der- 
mal inflammation. or atypical epithelial 
cells. Staining with PAS showed increased 
amounts of PAS-positive materials in the 
pale epithelial cells. © 

Topical application of 0.05% tretinoin: 
(Retin-A) twice daily brought pronounced 
improvement during a two-week. period, 
but the condition slowly b 
when use of the medicati 
ued. Reinstitution of this topical therapy 
again provided rapid improvement. 





COMMENT 


Leukoedema of the oral mucosa is a 
condition that has: been. found rela- 


--Duncan & Su 


n to ‘reappear 


à 









= Table 1.—White Keratotic 
Lesions of Oral Mucosa 









. Congenital or Hereditary 
. White sponge nevus 
Dyskeratosis congenita 
Pachyonychia congenita 
Darier's disease 
Hereditary benign 
intraepithelial dyskeratosis 
Infectious 
Verruca 
Candidiasis 
Syphilis 
Tuberculosis 
Primary Skin Diseases 
Lichen planus 
Psoriasis 
Pityriasis rubra pilaris 
Lupus erythematosus . ! 
Lichen sclerosus et atrophicus 


























Acquired 3 
Leukoedema T 
Leukokeratosis (nondyskeratotic) - 
is Leukoplakia (dyskeratotic) — 





Palatitis nicotina (smoker's palate) 
Oral florid papillomatosis —— 
Squamous cell carcinoma 
Cheek-biting — Sa 


















Left, Buccal mucosa, showing irregular, edematous, white plaque, with “moth-eaten” 
surface. Right, Specimen from buccal mucosa, showing acanthosis of epithelium and 


marked intracellular edema of squamous cells (hematoxylin-eosin, original magnification eat eo ies 210 E 


X64.) 


tively frequently. Metieulous exami- 
nation has demonstrated milder ex- 
pressions of this disorder. 

The degree of leukoedema was arbi- 
trarily assessed by Sandstead and 
Lowe' as slight, moderate, or severe. 


. Involvement is considered to be slight 


when the mucosa is "filmy opales- 
cent." The entire buccal mucosa may 
be involved, although the middle and 
posterior portions of the cheek are 
principally affected; the edematous 
appearance disappears on stretching. 
Involvement is moderate when the 
mucosa possesses a coarsely granular 
surface with a definite white or whit- 
ish-gray surface that persists on 
stretching; it is severe when the muco- 
sa is grayish white and thickened. It 
may be rough-surfaced and wet or 
thick and dry. Sandstead and Lowe 
believed that leukoplakia and other 
keratoses may be more likely to devel- 
op in areas of leukoedema than in 
areas of normal epithelium. However, 
Archard et al* found that leukoplakia 
and other keratoses do not develop in 
these areas. From their microscopic 
observations, they concluded that the 
clinieal appearance of the diffuse 
gray-white lesions was due chiefly to a 
retained superficial layer of parakera- 
totic cells and that "edema" of the 
cells in the oral epithelium (particular- 
ly in the prickle cell layer) is so fre- 
“quent as to have no apparent histo- 
logie significance. The term "diffuse 
leukokeratosis" was suggested.* 
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Table 2.—Comparisons Between White Sponge Nevus and Leukoedema* 


White Sponge Nevus |" Leukoedema 


Frequency Rare Frequent 


Etiology Autosomal dominant Acquired, cause unknown Ee N 
inheritance Ta 


Localization Buccal mucosa, Buccal mucosa, lips, tongue 
gingiva, palate i 


Not uncommon in genital or 
anal region 


Thick, sponge-like plaques 


n Eag 
. wt 
" 


“a 








Extraoral lesions Unusual 









Clinical appearance Slight form: mild opalescent 
mucosa 

Moderate form: white or 
whitish gray 
mocosa with coarsely 
granular surface 

Severe form: very thick, gray, 
painful plaques 

Exacerbations and i 
remissions common | 


Similar 

















Course Generally unchanged 








Histopathologic 
characteristics 


Vacuolated, acanthotic, pale 
epithelial cells; no atypical 
epithelial cells or dermal 
inflammation 










*Data from P. Umbert, MD (written communication, May 28, 1979). 


edematous than those of leukokerato- 
sis or leukoplakia. However, they may — 
be indistinguishable, especially in the 
more severe form of leukoedema. - 
Histopathologic study is the key to — 
the differential diagnosis. Leukoede- — . 
ma demonstrates a marked intracellu- — 
lar edema of the Malpighian cells with — 
thickening of the epidermis, giving an _ 
appearance of pallor to the whole epi- - 
thelium (Figure, right), which is much 
less prominent in leukokeratosis or —— 
leukoplakia. There is no inflammatory 


Severe expressions of the condition, 
which are less common, may be con- 
fused with other mucosal entities that 
may appear as white plaques (Table 
1) The most frequent misdiagnosis is 
probably that of leukoplakia. We con- 
cur with McAdams and Kistner’ in 
using the term “leukokeratosis” for 
the benign hyperkeratotic lesions and 
applying the term “leukoplakia” to 
early anaplastic lesions of the oral 
mucosa or vulva. Clinically, the white 
plaques of leukoedema are more 
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oedema also does not show dyskera: 
totic epithelial cells, a feature of leu- 
koplakia. 
White sponge nevus’ is a dominant- 
ly inherited condition that may be 
present at birth or may appear in 
childhood. Extensive areas of thé oral 
mueosa may be involved with a thiek- 
ened, folded, creamy-white plaque. 
"The rectal mucosa, the vagina,. the 
nasal mucosa, and the esophagus 
sometimes show similar changes. Ma- 
lignant degeneration i is not known to 
occur; Electron. microscopic studies of 
white sponge nevus by Frithiof and 
Bánóezy* demonstrated disturbances 
of the tonofilament system and, in 
distinetion to normal buecal epithelial 
cells, numerous Odland bodies. In an 
ultrastructural study: of leukoedema, 
Duperrat et al’ found an abrupt 
absence of the tonofilaments in the 
iprabasilar area, and the presence of 
prominent perinuclear vacuoles. The 
linical lesions and the histopathologic 
features of white sponge nevus and 
ukoedema are very similar (Table 2). 
owever, in addition to their autoso- 
| dominant mode of inheritance, 
hite .sponge nevus lesions remain 
'hanged, while leukoedema may 
ve exacerbations and remissions; 
white sponge nevus also may involve 
he genital or anal region, which is 
ry unusual for leukoedema. 
Other hereditary disorders such as 
dyskeratosis congenita, pachyonychia 
congenita, Darier’s disease, and 
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> characterized | by” 
white oral plaques. Because these dis- 
orders are associated with hereditary 








factors and have other clinical mani- 


festations, they ean be readily differ- - 


entiated from leukoedema; 

Infectious diseases such as verruca, 
candidiasis, syphilis, or tuberculosis 
can be differentiated from. leukoede- 
ma by culture or. histopathologic 
examinations of the oral lesions. 

Lichen planus, psoriasis, pityriasis 
rubra pilaris, lupus erythematosus, 
and lichen sclerosis et atrophicus may 
involve the oral mucosa with white 
plaques.” Histopathologically, these 
disorders are different from leukoede- 
ma, and the finding of clinical lesions 
on other parts of the body simplifies 
the differential diagnosis. Lichen 
planus can involve. oral mucosa only. 
Unlike leukoedema, however, it usual- 
ly appears clinically as whitish retieu- 
lated streaks and has a band-like lym- 
phocytic infiltration in the papillary 
dermis histologically. 

Other acquired disorders may ap- 
pear initially as white plaques of the 
oral mucosa.  Palatitis nicotina. 
(smoker's palate), which occurs mainly: 
on the palate, is seen as umbilicated 
papules with central red puncta and is 
associated with a history of pipe 
smoking, is unlikely to be confused 
with leukoedema. Oral florid papillo- 
matosis oceurs as white, eauliflower- 
like lesions, usually in older patients, 
and is a verrucous epidermal carcino- 
ma histologically. Squamous cell carci- 
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lesion and the dyskerato 
“nant features of epithelial cells seen 
“on biopsy specimens can be differen- 


P 
irregular proliferation 
ind malig- 


tiated from leukoedema. without any 
difficulty. Lesions secondary to cheek- 
biting are usually limited to the occlu- 
sal planes, and careful history taking 
will disclose its origin. 

In conclusion, the dermatologist 
should be aware of this frequent but 
poorly recognized entity of the oral 
mucosa: Various white keratotic le- 
sions of ‘the oral mucosa need. to be 
differentiated from leukoedema. Leu- 
koedema of the oral mucosa is a 
benign, noninflammatory condition 
that generally is asymptomatic. Poor 
oral hygiene is probably contributory. 
The milder diffuse forms of leukoede- 
ma are of little concern to the patient 
and usually are not a source of diag- 
nostic confusion. However, in the less 
frequent situation, in which leukoede- 
ma is severe and is seen as well- 
defined white plaques of the oral 
mucosa, often with pain or burning 
sensation, it may simulate more 
important diseases. A biospy speci- 
men of the lesion may be required for 
differentiation. Although further ob- 
servations are needed, the lesions 
seem to respond rapidly but tempo- 
rarily to therapy with tretinoin 
(Retin-A). 
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Cutaneous Endosalpingiosis 


Normand Doré, MD; Madeleine Landry, MD; Marcel Cadotte, MD; Walter Schiireh, MD 


<o e: Endosalpingiosis is the aberrant 
growth of Fallopian tube epithelium out- 
` side of its normal location. This phenom- 
enon has long been recognized by gyne- 
cologists, since it most often occurs in the 
pelvic cavity after salpingectomy. We 
describe a 30-year-old woman with cuta- 
“neous. columnar ciliated cysts of the 
‘umbilicus and adjacent skin that devel- 
oped shortly after. salpingectomy. Evi- 
dence is presented that these cysts are 
"cutaneous endosalpingiosis. 
(Arch Dermatol 116:909-912, 1980) 

















tis well known that endometriosis 
L can produce lesions in various 
organs, including the skin.' A similar 
phenomenon can occur with other 
“structures of the female reproductive 
tract, especially the Fallopian tube, 
but it has never been reported to occur 
in normal skin, to our knowledge. 
Sampson? described many cases of 
postsalpingectomy  endosalpingiosis 
of the pelvic cavity and a few cases of 
involvement of the laparotomy scar, 
but none involving adjacent skin. 
Steck and Helwig? reviewed 200 
eases of umbilical endometriosis and 
* «never encountered a case of endosal- 
© pingiosis, indicating the rarity of such 
a lesion. We describe a patient with an 
unusual disease that raises new ques- 
. "tions about the pathogenesis of ectop- 
ie tissue growth. 
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REPORT OF A CASE 


A 30-year-old woman was recently exam- 
ined for unusual umbilical and abdominal 
skin lesions. According to the patient, 
umbilieal lesions appeared one week after a 
salpingectomy in 1969. No new lesions 
appeared after 1970. The lesions remained 
essentially unchanged, but were mildly 
pruritic during the menses. Her medical 
history included an abortion in 1960, a 
normal delivery in 1964, gonorrhea in 1968, 
and a ruptured ectopic tubal pregnancy in 
1969 that required a right salpingeetomy. 
The histopathologie study of the surgícal 
specimen confirmed the clinical diagnosis 
of tubal pregnaney and showed no other 
lesions in the Fallopian tube. She had a 
uterine endometrial eurettage in 1970 for 


dysmenorrhea. Examination of endome- . 


trium fragments showed nonspecific en- 
dometritis. In 1971 and 1973, she was 
observed for abdominal pain in the right 
lower quadrant; no specific diagnoses were 
made, She had been taking birth control 
pills for the past ten years and had suf- 
fered from coital pain since 1969. 

On physical examination, the only posi- 
tive finding was the presence of 31 brown- 
ish papules around the umbilicus (Fig 1). 
Their average size was about 5 mm; there 
were no lesions within the laparotomy 
ineision sear. Brownish filiform projections 
were noted within the umbilicus, and there 
was no discharge, The results of the gyne- 
cologic examination were normal. 

The following laboratory investigation 
results were normal: complete blood cell 
count, blood chemistry studies using an 
automated multiple analysis system, urina- 
lysis, chest roentgenogram, intravenous 
urogram, barium sulfate enema, small. 
bowel examination, and cervicovaginal 
cytologic findings. 


MICROSCOPIC STUDIES 


Three nodules underwent biopsy for 
light microscopy. The specimens were 
fixed in a 10% formaldehyde solution, 
embedded in paraffin, cut at 5-w thickness, 
and stained with hemalum-phloxine-saf- 

















































fron, aleian blue, PAS, Fontana-Masso 
and Turnbull blue. : e © 
Another portion of one skin biopsy 
imen was cut into 1-mm fragments. 
were then fixed for two hours in 3% gh 
raldehyde, buffered with 0.1M. sod 
potassium phosphate at pH 7.3, and 
fixed in 2% osmium tetroxide in t 
buffer, The fragments were em! 
an epoxy resin after dehydration in gra 
alcohols. Semithin sections were: 
with toluidine blue for selection of su 
areas for thin. sectioning. : sect 
were double stained on copper grid 
uranyl acetate and lead citrate an 
ined with an electron microscope. 


RESULTS — — 
. Light Microscopic Observatio 


The overlying epidermis was : 
mal. The cyst was located in the t 
dermis, whieh was pushed aside an 
seemed denser than usual. Theré were 
no true fibrous capsule or append. 
geal structures. The cysts were unilo- | 
culated and their lumina were filled - 
with granular material that consisted 
of cellular debris. In some areas, thé 
were papillary projections of the eys- 
tie wall The lumen was lined by a 
columnar epithelium. This epithelium 
was composed of three types of cel 
ciliated, nonciliated, and dark ce 
intercalated between the two (Fig 2 
and 3) No squamous metaplasia 
psammoma bodies, stroma. reaction 
hemosiderin, or hemorrhage. was 
noted. This type of epithelium w 
considered typical of. tubal- epithe 
lium. 


Electron Microscopic Observation 


The epithelium lining the cysts (Fig 
4) was composed of columnar, ciliated, * 
and secretory cells. Ciliated cells 
which represented approximately 30%. 
of the epithelial lining cells, showed 


Endosalpingiosis—Doré etal 


PC Sa SE ST STN RS a Se ae 
E : - e ied is 


numerous well-formed cilia composed 
of ciliary shafts, basal bodies, and 
cross-striated rootlets. The supranu- 
clear portion of each ciliated cell con- 
tained a well-developed Golgi appara- 
tus, numerous mitochondria, and 
granular as well as agranular endo- 
plasmie reticulum. The nuclei were 
round or ovoid and were basally 
located. Their chromatin was finely 
dispersed and showed minimal margi- 
nation of heterochromatin. 

Columnar secretory cells had basal- 
ly located indented nuclei with promi- 
nent nucleoli. The heterochromatin 
showed some margination. The su- 
pranuclear portion of each secretory 
cell was rich in dilated cisternae of 
granular endoplasmic reticulum and 
membrane-bound secretory granules 
in close juxtaposition to the promi- 
nent Golgi apparatus. The luminal 
plasma membrane of columnar, cil- 
iated, and secretory cells formed long 
surface microvilli that occasionally 
were branching. The lateral surfaces 
of adjacent cells were connected by 
desmosomes but complex interdigita- 
tions were also observed. Junctional 
complexes were present near the lumi- 
nal border of columnar cells. The basal 
part of each cell was attached by 
hemidesmosomes to the continuous 
basal lamina. A few degenerating or 
“peg” cells were interspersed among 
columnar cells. The former were pro- 
truding, had shrunken nuclei with 
condensation of nuclear chromatin, 
and showed swollen mitochondria. 


Histochemical Studies 


The granular cellular debris within 
the lumen was positive for PAS and 
resistant to diastase; it was positive 
for aleian blue at pH 2.4. The cyto- 
plasm of the cells lining the cavity was 
strongly positive for PAS and resist- 
ant to diastase. It was not possible to 
determine which kind of cell was pre- 
ferentially stained; the alcian blue 
stain was negative in the cell cyto- 
plasm. The  Fontana-Masson and 
Turnbull blue stains were uniformly 
negative. 


COMMENT 


In 1930, Sampson? examined micro- 
scopic sections of tubal stumps of 147 
patients who had a previous salpingec- 
tomy or tubal sterilization. In more 
than 76% of these, he observed the 
unusual growth and invasion of tubal 
epithelium in tubal stumps, and 
named this process “endosalpingio- 
sis.” In three cases, endosalpingiosis 
was present in the internal abdominal 
wall after ventrofixation of the ute- 
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Fig 2.—Unilocular cystic cavities are lined by columnar epithelium. Note papilliferous 
projections of cyst wall. Granular substance is present in lumen (hemalum-phloxine- 


saffron, x 400). 


rus. In four cases, it was adherent to 
the wall of the intestine and in four 
cases, to the ovary. The condition for 
which the tubes were removed and the 
type of salpingectomy performed 
were apparently of minor importance 
in the cause of endosalpingiosis. 

In 1946, Sampson? showed that 
aberrant tubal epithelium was found 
in laparotomy scars after surgery 


involving the Fallopian tube. 

In 1970, Butterworth et al* de- 
scribed four female patients with 
cutaneous ciliated cysts localized to 
the lower extremities and having a 
tube-like epithelium. They suggested 
that the heterotopic coelomic epithe- 
lium is capable of metaplasia to Fallo- ` 
pian tube epithelium. 

In 1978, Farmer and Helwig’ 
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Fig 3.—Semithin section shows three cell 
types: columnar ciliated cells; columnar 
secretory cells; and intercalary or peg 
cells (toluidine blue, x 1,000). 





Fig 4.—Supranuclear portions of two columnar secretory cells and one ciliated cell are shown. 
Note prominent Golgi apparatus (G) in close juxtaposition to formed secretory granules (SG) and 
numerous dilated cisternae of granular endoplasmic reticulum (GER) in secreting cell. Ciliated cell 
shows numerous well-formed cilia composed of ciliary shafts, basal bodies, and cross-striated 
rootlets (double arrow) ( x 17,000). 
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¿neous cyst having a simple columnar 
~ ciliated epithelium resembling the 
_ tubal epithelium. All of the patients 
were women in the second or third 
decade of life, and each had only a 
single lesion located on the lower 
extremity. The durations of the cysts 
ranged from several weeks to five 
years. No mueus-secereting cells or 
appendageal structures were observed 
in the cyst walls. The lumen was emp- 
ty and focal areas of squamous meta- 
plasia and pseudostratified columnar 
epithelium were also seen. The region 
of the basal body beneath the cilia 
tained positively for sulfated acid 
mueopolysaecharides. Occasional gly- 
cogen granules were present in the 
cells. Since columnar ciliated epithe- 
lium is not encountered in the skin or 
ts. related structures, the authors 
ored. the theory of sequestration 
and migration of embryologic rests 
rather than that of transplantation or 
‘metaplasia. 

The diagnosis of endosalpingiosis is 
made histologically by the presence of 
tube-like epithelium’ containing 
three types of cells: ciliated, columnar 
ells; nonciliated, columnar, secretory, 
cous cells; and so-called intercalary 
r peg cells (Fig 3). Endosalpingiosis 
lacks two essential features. seen in 
endometriosis, namely, stroma reac- 
ion and hemorrhage with hemoside- 
‘pigment deposition. The endome- 
trial and peritoneal epithelia are lined 
y a smaller number of ciliated cells. 
he absence of goblet cells, the nega- 































































stain for argentaffin cells, and the 
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of gastroin stinal act origin. 

Depending on the species studied, 
the histochemical staining of the Fal- 
lopian.tube gives different results. In 
nian, glycogen is found in the ciliated 


cells where it presumably provides 


energy for ciliary movement. Neutral 
mucopolysaecharides are found in the 
secretory cells and in the lumen as 
nutrient to the ovum during its migra- 
tion.’ In our: patient, however, we 
found only neutral mucopolysacchar- 
ides in the cells bordering the lumen 
and within the lumen. The presence of 
acid mucopolysaccharides was- inter- 
preted as a degenerative product 
because these compounds were absent 
within the cells. 

The different theories for the 
pathogenesis of endosalpingiosis are 
similar to those for endometriosis. 
Kistner, in his excellent review of the 
pathophysiologic mechanisms of en- 
dometriosis, discusses five theories of 
origin: Wolffian, Müllerian, metaplas- 
tie or serosal, implantation or inva- 
sion, and metastatic. Only three are 
worth discussing in relation to our 
case of endosalpingiosis: the metapla- 


sia, implantation, and metastatic the-. 


ories. 

The metaplasia or serosal theory is 
based on the fact that the peritoneum, 
the Fallopian tubes, the uterus, and 
the upper four fifths of the vagina are 
all derived from the embryologic coe- 
lomic epithelium. Therefore, it is.pos- 
sible that the adult. peritoneum 
retains the potential to differentiate 
into various types of epithelium (tu- 
bal, endometrial, and cervical)." Meta- 
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-al disturbances.' In our patient, over 
1,000 mL of blood had been removed 


from the abdominal cavity at surgery, 
and this may have been an inducing 
factor. 

The implantation c or invasion theory 
is based primarily on the dissemina- 
tion and implantation of uterine or. 
tubal tissue chiefly by retrograde pas- 
sage of fluid containing bits of this 
tissue through the tubes to become 
implanted and. grow in the pelvic 
structures. Some authors believed that 
this mechanism explained their cases 
of pelvic endosalpingiosis.*^'*-* In our 
patient, the manipulation of the tubes 
during surgery or the rupture of the 
right tube may explain implantation 
of these cells.in the peritoneum. and 
then in the skin. On the other hand, we 
found no lesion in the surgical scar. 
There was no evidence of ventrofixa- 
tion of the uterus, as in. the three cases 
of Sampson.’ We cannot rule out this” 
theory in our patient since we have 
not ruled out endosalpingiosis of the 
peritoneum. 

Finally, the theory of metastasis by. 
spread’ through vessels normally 
closed after embryonic life should be 
mentioned. The vascular or lymphatic 
vessels might function as the route of 
transmission via the obliterated hypo- 
gastric vessels and/or the obliterated 
umbilical artery.' We have no direct 
evidence for this theory in our 
patient. 
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Associated With 


.Steatocystoma Multiplex 


and Rheumatoid Arthritis 


A Case Report 


David Sohn, MD; Thomas C. M. Chin, MD; Michael J. Fellner, MD 


* Keratoacanthomas have been asso- 
ciated with multiple carcinomas, discoid 
lupus erythematosus, and multiple seba- 
ceous gland tumors with colonic and 
gastric carcinoma. Steatocystoma multi- 
plex has been associated with ichthyosis 
and koilonychia, pachyonychia congen- 
ita, multiple hairs and acrokeratosis ver- 
ruciformis of Hopf, hypertrophic lichen 
planus, hypohidrosis, hypothyroidism, hi- 
dradenitis suppurativa, and hypotrichosis. 
We report a case of multiple keratoacan- 
thoma associated with steatocystoma 


multiplex and rheumatoid arthritis. 


(Arch Dermatol 116:913-914, 1980) 


Ne were first de- 
scribed by Sir Jonathan Hut- 
chinson over 90 years ago.' The rela- 
tively common solitary keratoacan- 
thoma is usually found on sun-exposed 
skin sites in middle-aged men. Multi- 
ple keratoacanthomas, first described 
by Smith in 1934, are rare.’ As of 1976, 
fewer than 100 cases were reported. 
Keratoacanthomas resemble  squa- 
mous cell carcinoma clinically and his- 
tologically. They have been associated 
with multiple carcinomas,’ discoid 
lupus erythematosus, and multiple 
sebaceous gland tumors with colonie 
and gastric carcinoma.’ We report a 
case of multiple keratoacanthoma 
associated with steatocystoma multi- 
plex and rheumatoid arthritis. 


REPORT OF A CASE 


A 47-year-old man with a 20-year history 
of severe crippling rheumatoid arthritis 
was seen in the dermatology department in 
May 1975 because of numerous cutaneous 
cysts on the anterior part of his chest wall 
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present since the age of 17 years. Examina- 
tion revealed that these cysts were soft, 
nontender, and yellowish. They measured 
0.5 to 1.5 em and proved on biopsy to be 
lesions of steatocystoma multiplex. 

In July 1978, three papules present at 
least since 1971 were noted on his right 
elbow. 

In 1959, rheumatoid arthritis had devel- 
oped. The patient's treatment consisted of 
aspirin, prednisone, and gold salts. A bleed- 
ing duodenal ulcer had developed in 1969 
and was considered a complication of treat- 
ment. Multiple operative procedures had 
been needed to maintain adequate func- 
tion of his extremities (Fig 1). The patient 
also had a history of hypertension treated 
with reserpine. He was known to have a 
sickle cell trait and, although he had been 
an abuser of alcohol and heroin, was free of 
drug and alcohol abuse at the time of his 
examination. For the past 30 years, he had 
smoked 1/? packs of cigarettes per day. 
There was no history of arthritis or of skin 
disorders in the patient's family or in his 
ten children. 

On examination, the patient was found 
to be a well-nourished and well-developed 
middle-aged man with multiple prominent 
deformities of his extremities. On the pre- 
sternal and epigastric regions were numer- 
ous 0.5- to 1.5-em soft, yellowish, nonten- 
der, noninflamed cysts (Fig 2). On his right 
elbow were three nontender, freely mov- 





able, firm round papules with scaling at 
their summits ranging in size from 0.5 to 
1.2 cm in diameter. Two hypopigmented 
scars were also present in the same area 
(Fig 3). There was limitation of motion of 
his shoulders, elbows, wrists, fingers, and 
hips. The results of the remainder of the 
physical examination were within normal 
limits. 

Laboratory studies yielded the following 
values: hemoglobin, 12.396; hematocrit, 35%; 
WBCs, 5,450/cu mm with a differential cell 
count of 65% neutrophils, 26% lymphocytes, 
3% monocytes, and 6% eosinophils, with 
adequate platelets; and sedimentation 
rate, 38 mm/hr. Serum protein electropho- 
resis revealed a total protein level of 12.7 
g/dL (normal, 7.4 to 8.4 g/dL); y-globulin, 
34.0% (normal, 9.0% to 21.0%); B-globulin, 
10.3% (normal, 9.0% to 15.0%); a.-globulin, 
10.3% (normal, 6.5% to 13.596); a,-globulin, 
3.1% (normal, 2.5% to 4.5%); and albumin, 
42.3% (normal, 27.0% to 54.0%). Rheumatoid 
factor test was positive in a 1:4 dilution. 
Lupus erythematosus cell preparation was 
negative. Antinuclear antibody and C- 
reactive protein tests were positive. Serum 
complement level was 43 mg/dL (normal, 
80 to 140 mg/dL). Hemoglobin electropho- 
resis showed an AS pattern (sickle cell 
trait). Pulmonary function testing showed 
mild hypoxemia consistent with nonob- 
structive emphysema. 

Review of the biopsy specimen of a 
cutaneous cyst of the anterior part of the 
chest wall taken in 1975 showed epidermis- 
lined cysts with sebaceous differentiation . 
compatible with steatocystoma multiplex. 
A biopsy specimen of a papule from the 
right elbow (July 7, 1978) showed a keratin- 
filled epidermal inclusion with lining con- 
taining bizarre cells with individual cell 
dyskeratinization and occasional mitoses 
that infiltrate dermis. The histologic find- 
ings were consistent with an early prolifer- 
ative keratoacanthoma. 


COMMENT 


In 1963, Baer and Kopf* classified 
keratoacanthoma into three clinical 
groups: solitary, multiple, and erup- 
tive lesions. Many features distin- 
guish localized or solitary keratoacan- 















Comparison of Localized and Multiple Keratoacanthomas 


Localized Multiple 
No. of Lesions From 1 to 3 Many 
Sex predisposition Mainly in males Mainly in males 


Age of incidence Seventh and eighth de- Adolescence or early adult- 
cades hood 


Months to several years May last throughout 
patient's lifetime 


Exposed and nonexposed 

skin sites including exter- 
nal genitalia, mouth, and 
anus 





Duration of disease 









Sites of localization Exposed areas of skin 











Precipitating factors Sunburn, x-rays, tars and None 
oils, and arsenic 
Hereditary factors None Present 
Spontaneous healing Frequent Decreases with duration of 
condition 
Scarring Uncommon Common 
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Fig 1.—Severe rheumatoid arthritis with 
deformities. 





thomas from multiple keratoacantho- 
mas (Table). 

The histologic diagnosis of kerato- 
acanthoma requires study of the over- 
all configuration of the tumor.’ Histo- 
logically, craters are usually less 
pronounced in multiple keratoacan- 
thomas* (Fig 4). 

Steatocystoma multiplex is a rare 
disease characterized by numerous 
cutaneous cysts located over the ster- 
num, face, and arms, with a greater 
incidence in males than in females." 
In many cases, there is a pattern of 
autosomal dominant inheritance. Le- 
sions may be present at birth or may 
appear at or shortly after puberty. 
They rarely exceed 2 cm in diameter. 
They are soft to firm, smooth, ele- 
vated, and movable. The color of the 
lesions varies from skin color to yel- 


1. Hutchinson J, cited by Baer RL, Kopf AW: 
Keratoacanthoma, in International Year Book of 
Dermatology, 1962-1963. Chicago, Year Book 
Medical Publishers, 1965, pp 7-41. 

2. Smith JF, cited by Jolly HW Jr, Carpenter 
CL Jr: Multiple keratoacanthoma: A report of 
two cases. Arch Dermatol 93:348-353, 1966. 

3. Poleksie S: Keratoacanthoma and multiple 
carcinomas. Br J Dermatol 91:461-463, 1947. 

4. Farah FS, Matta MT, Zeinoun S, et al: 
Squamous cell carcinoma and keratoacanthoma 
in discoid lupus erythematosus. Dermatologica 
148:357-361, 1974. 

5. Bakker PM, Tjon A, Joe SS: Multiple seba- 
ceous gland tumors with multiple tumors of 
internal organs: A new syndrome? Dermatologica 
142:50-57, 1971. 1 

6. Baer RL, Kopf AW: Keratoacanthoma, in 


914 Arch Dermatol—Vol 116, Aug 1980 


Fig 2.—Cysts of steatocystoma multiplex 
on presternal and epigastric areas. 


Fig 4.—Histologic appearance of keratoa- 
canthoma  (hematoxylin-eosin, 
magnification x 100). 


original 


Fig 5.—Histologic appearance of steato- 
(hematoxylin-eosin, 


cystoma multiplex 
original magnification x 100.) 


low. On incision, oily liquid is released, 
especially from larger lesions. The 
cysts have a thin epidermal lining that 
may show considerable folding. The 
cyst wall frequently incorporates epi- 
dermal adnexal structures including 
abortive hair follicles or sebaceous 
glands. Eccrine or apocrine structures 
may also be present. Lanugo hair may 
be found within the cyst cavity. The 
cysts of steatocystoma multiplex pres- 
ent a more complex organization than 
either epidermal or pilar cysts 
(Fig 5). 

Keratoacanthomas initially develop 
with hyperplasia of one or more 
adjoining hair follicles and squamous 
metaplasia of attached sebaceous 
glands.** The lesions of steatocystoma 
multiplex arise from dilation of the 
sebaceous gland duct with subsequent 
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Fig 3.—Right elbow showing keratoacan- 
thomas and hypopigmented scars. 








cyst formation.** Both of these disor- 
ders have their origin in the piloseba- 
ceous unit. 

The concomitant familial 
rence of steatocystoma multiplex and 


occur- 


pachyonychia congenita was de- 
scribed by Vineyard and Scott in 
1961." Steatocystoma multiplex has 
been associated with ichthyosis and 
koilonychia," multiple hairs, acrokera- 
tosis verruciformis of Hopf," hyper- 
trophic lichen planus, hypohidrosis," 
hypothyroidism," hidradenitis suppu- 
rative," and hypotrichosis.'5 

Our case of keratoacanthoma and 
rheumatoid arthritis associated with 
steatocystoma multiplex may repre- 
sent a chance association of the two 
conditions. The importance of our 
observations must await future 
studies. 
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True Histiocytic Lymphoma 


Fukumi Furukawa, MD; Shinkichi Taniguchi, MD; Matoi Oguchi, MD; Jinro Komura, MD; 


Hatoko Takiuchi, MD; Shigeru Shirakawa, MD 


r <œ An 86-year-old man had true histio- 
.cytic lymphoma of the skin. Diagnosis 

(|, was established by the following findings: 
v5 (0) typical histological features, (2) lack of 
C receptors on tumor cells for immunologi- 
cal surface markers, and (3) active phago- 
cytic function. Electron microscopic stud- 

ies. indicated cytoplasmic multivesicular 


bodies in the tumor cells. Multivesicular- 


bodies have been reported in histiocytic 


proliferative disorders and may be of diag- — 


nostic value in cases of true histiocytic 
lymphoma. 
(Arch Dermatol 116:915-918, 1980) 





fT Vhe term “histiocytic lymphoma" 
"dh was proposed by Rappaport’ to 
characterize malignant lymphoma 
that has cells with a large median 
diameter, vesicular nuclei, and promi- 
nent nucleoli. Recent advances in the 
application of immunological methods 
have demonstrated that tumor cells in 
most cases of histiocytic lymphoma 
are transformed neoplastic B or T 
lymphocytes. The designation “histio- 
cytic lymphoma” has disappeared 
from several immunological classifica- 
tions of non-Hodgkin’s malignant 
;,  lymphomas.** However, some of the 
w- literature? on histiocytic lymphoma 
"has suggested that the disease, in a 
marrow sense, may be diagnosed by 
the following criteria: (1) histological 
features, (2) surface-marker analysis 
of tumor cells, (3) phagocytic function, 
‘and: (4) cytochemical and histochemi- 
cal study. 
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Recently, we encountered a case of | 


true histiocytie lymphoma that satis- 
fied three of these four criteria, Elec- 
tron microscopic studies 
strated a unique cytoplasmic struc- 
ture, multivesicular bodies... These 
were similar to those described pre- 
viously in benign papular histiocyto- 
ma by Caputo et 31^ We propose that: 
the multivesicular bodies may have 


importance in the diagnosis of true. 


histiocytic lymphoma. 


REPORT OF A CASE 
An 86-year-old man was admitted to 
Kyoto University Hospital, Japan, in June 
1978. Forty days before he had noticed a 


' dark-red, papular lesion about 2 mm in. 


diameter on his left cheek. The lesion had 
gradually enlarged and had become. bal- 
loon-shaped with several similar satellite 
nodules. The primary nodule bled occasion- 
ally but was not tender, painful, or pruritic. 
There was no history of a preceding eczem- 
atous eruption. 

On physical examination, the nodule.on 
his left cheek was 1.9 cm in diameter, firm, 
and had a smooth, yellow-red surface. 
Around the primary nodule were ‘several 
satellite lesions 3 to. 5 mm in diameter with 
a dark-red surface (Fig 1). The tonsils were 
intact. No abnormalities of the chest, abdo- 
men, or cardiovascular system were found. 
There were no enlarged lymph nodes, and 
the liver and spleen were not palpable. 

Blood studies on admission disclosed the 


following. values: hematocrit, 42%; hemo- 


globin, 13:2 g/dL; RBCs, 4,200,000/cu mm; 
platelets, 154,000/eu mm; and WBCs, 
6,900/cu mm, with 41% neutrophils, 46% 
lymphocytes, 4% eosinophils, 2% basophils, 
and 4% monocytes. No atypical cells were 
seen. The ESR was 30 mm/hr. Results of 
urinalysis showed bacteriuria; Escherichia 
coli grew from culture. Normal values were 
obtained for SGOT, SGPT, lactic dehydro- 
genase, total bilirubin, creatinine, BUN, 
glucose, serum protein electrophoresis, 
IgM; IgA, calcium, phosphorus, and serum 
electrolyte. determinations. The. .serum 
alkaline phosphatase level was 96 mU/mL 








(normal, 35 to 80 mU/mL), but the isozyt 


demon- 


-The tumor tissues were also examined 
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pattern was normal. The serum IgG level | 
was 2210 mg/dL (normal, 920 to 1,900 
mg/dL), and the IgE level was 900 IU/dL. _ 
(normal, up to 800 IU/dL). More WBC and 
differential cell counts were in normal . 
limits. The Mantoux test was positive, but 


‘A diagnosis of true histiocytic lymphoma 


“was made, and the patient was treater 


with superficial roentgenographic therapy 
to a total dose of 4,400 rads in four weeks. 
Four weeks later, the nodules had disap- 
peared. The last examination, in May 1979, 
showed no evidence of recurrence. Eu 


SPECIAL STUDIES 
Light Microscopy 


Hematoxylin-eosin and argyrophilic . 
stains were used on biopsy specimens: 
taken from the primary and one of the 
satellite tumors. In both tumors, th 
epidermis was atrophie and partially 
necrotic: The dermis was replaced 


* with a diffuse and dense monomor 


phous infiltration of atypical cells that 
had pale cytoplasm, large rounded or 
kidney-shaped nuclei, and prominent 
nuclear membranes (Fig 2) suggestive. 
of histiocytic lymphoma. The number 
of reticulum fibers was not increased. 







by touch smears stained. with M: 
Giemsa solution from the cut surface 
of the biopsy specimens and by phase 
contrast microscopy. These sme 

showed that. the tumor cells had large 
vacuoles in the cytoplasm. The phase- 
contrast study indicated that some of 
the tumor cells contained erythrocytes 
in the cytoplasm. 
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Cell Surface-Marker 
Analysis of Tumor Cells 


Cell suspensions from the primary 
tumor were prepared for immunologi- 
cal analytic procedures. The T lympho- 
cytes were identified by their ability 
to form spontaneous rosettes with 
sheep erythrocytes (E rosette). The 
surface immunoglobulin (polyvalent 
antiserum Ig, IgM, and IgD) and light 
chains of immunoglobulin-bearing ( 
and A) cells as B-lymphocyte markers 
were determined by immunofluores- 
cence techniques. Complement (C3) 
receptor-bearing cells, which were 
considered to be B lymphocytes or 
histiocytes, were detected by using 
zymosan beads (Zy-C3)." Receptors 
for the Fe portion of IgG (Fc-yR) and 
IgM (Fe-&R) were identified by their 
ability to form rosettes with sheep 
erythrocytes coated with IgG and IgM 
(EAIgG and EAIgM). The Fæ- 
yR-bearing cells were considered T or 
B lymphocytes, histiocytes, or granu- 
locytes. The Fe-uR-bearing cells were 
considered one subpopulation of T 
lymphocytes." The results are shown 
in the Table. The T lymphocytes (E- 
rosette-forming cells) and B lympho- 
cytes (surface immunoglobulin-bear- 
ing cells) were not dominant cells in 
tumor cell suspension. As these cells 
had no atypical appearance morpho- 
logically, they were considered infil- 
trative lymphocytes. Also, Fe- 
uR-bearing cells were regarded as 
infiltrative lymphocytes because they 
had small, rounded cytoplasmic con- 
tours with centrally placed. nuclei. 
Most tumor cells showed no receptors, 
and some had the C3 receptor or Fe- 
yR. These results, including the histo- 
logical findings, indicated that the 
tumor cells were not lymphocytes but 
histiocytes. 


Electron Microscopy 


Biopsy specimens taken from one 
satelite tumor were fixed for two 
hours in buffered 2% glutaraldehyde 
and then fixed in 1% osmium tetrox- 
ide for 1% hours. The specimens were 
processed for electron microscopy. 
Thin sections were examined in an 
electron microscope. Neoplastic cells 
were 8 to 12 um in diameter, some- 
times arranged in a mosaic pattern, 
and easily distinguished from the 
inflammatory cells. The neoplastic 
cells had large, rounded, or slightly 
cleaved nuclei that demonstrated little 
chromatin margination and often con- 
tained eccentrically placed nucleoli.- 
The cytoplasm contained aggregated 
polyribosomes and long, well-devel- 
oped, rough, endoplasmic reticulum 
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: that often ran parallel to the surface 





of the nucleus (Fig 3). At higher mag- 
nification, the cytoplasm of neoplastic 
cells indieated a small number of 
granules with a limiting membrane. 
Most granules were ovàl with an 
irregular surface and contained nu- 
merous vesicles (Fig 4, left). Others 
were ring-like and contained similar 
vesicles (Fig 4, right). Vesicles of the 
same size were found in the slightly 
dilated cisternae of endoplasmic retic- 
ulum. Also, the cytoplasm of the neo- 
plastic cells showed an increased num- 
ber of microfilaments. Occasionally, 
numerous microvilli were seen on the 
cell surface. Rarely, an erythrocyte 
was found to be closely surrounded by 
the elongated cytoplasm of tumor 
cells. 


COMMENT 


Histiocytic lymphoma shows a con- 
siderable variation in its ultrastruc- 
tural features. On the basis of electron 
microscopy, Mori and Lennert” broad- 
ly separated histiocytic lymphoma 
into three types: (1) those virtually 
without endoplasmic reticulum, (2) 
those with smooth endoplasmie reticu- 
lum, and (3) those with rough endo- 
plasmic reticulum. Hoshino" empha- 
sized the importance of a close rela- 
tionship between the tumor cells and 
reticulum fibers, characteristic cell 
arrangement, and elongated cell pro- 
cesses. These investigators, however, 
did not describe findings characteris- 
tic of true histiocytic lymphoma, and 
most of the cases that they diagnosed 
as histiocytic lymphoma probably 
would now be considered immunoblas- 
tic lymphomas. 

There are few reports on true his- 
tiocytic lymphoma. Symmers'? stated 
that a true histiocytic lymphoma was 
one of the rarest forms of cancer. 
Habeshaw and Stuart’ studied seven 
cases of histiocytic lymphoma. In four 
cases they observed that tumor cells 
had T- and B-lymphocyte markers, 
and in two cases, the tumor cells had 
neither lymphocyte markers nor 
phagocytic functions. One patient had 
neither T- nor B-cell markers but did 
have neutral red phagocytic function. 
An electron microscopic study was not 
done. Two cases of malignant lympho- 
ma reported by Kikuchi and Nakaya- 
ma’ may also be true histiocytic lym- 
phoma. Tissues from one patient were 
studied by electron microscopy. There 
was a well-developed, smooth, endo- 
plasmic reticulum and a large number 
of pinocytic vesicles. However, since 
Similar alterations can also be ob- 
served in other types of malignant 
lymphoma, it is doubtful whether 
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- Ner hdd "NS UA 2 et ar AS D Tm Y d 
Cell Surface-Marker Analysis of Tumor Cell Suspension* } 
Rosette Formation (%) Surface Immunoglobulin (%)+ 


E (8.7) Polyvalent (IgAMG) (25) 
EAIgG (13.7) IgM (32) 








EAIgM (29.0) IgD (0) 
Zy-C3 (6.8) K (27.3) 







*E rosettes indicate spontaneous rosettes with sheep erythrocytes; EAlgG and EAIgM, rosettes 
with IgG- or IgM-coated sheep erythrocytes; and Zy-C3, rcsettes with zymosan-C3 particles. 
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[Experiments for evaluation of percentage in cell suspension were performed by counting 
fluorescent cells in ultraviclet field and total cell numbers in same field. This analysis indicated that 
most cells in tumor cell suspension were neither T nor B lymphocytes. 





polyribosomes and long, well-developed, rough, endoplasmic reticulum 
in cytoplasm ( x 14,000). 


these cells are peculiar to true histio- 
cytic lymphoma. 

Our patient's condition was diag- 
nosed as true histiocytic lymphoma, 


because the tumor cells bore only a 


few C3 receptors and erythrocyte 
phagocytic function and typical histo- 
logical features were present. Ultra- 
microscopic study indicated that the 
tumor cells had numerous polyribo- 
somes and rough endoplasmic reticu- 
lum. In contrast, the null cells that 
bore neither T- nor B-cell surface 
markers had electron-lucent cyto- 
plasm with small numbers of microor- 
ganelles.'* Though the tumor cells had 
some resemblance to large, non- 
cleaved, follicular, center cells," mul- 
tivesicular or similar structures have 
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not been observed in the latter cells. 
In benign histiocytosis, some char- 
acteristic structures have been re- 
ported, ie, worm-like bodies in benign 
retieulohistiocytosis,* dense bodies’ 
and myelinated bodies'*^ in some 
reticulohistiocytic proliferative disor- 
ders, and multivesieular bodies. Mul- 
tivesicular bodies were first noted by 
Rodriguez et al? in a case of nodular 
cutaneous reactive histiocytosis. They 
interpreted the structures to be newly 
formed trophozoites of plasmodia, 
although they did not identify their 
existence by culture and multiple 
stains for parasites. Later, Degos et 
al” observed a similar structure in a 
case of multicentric reticulohistiocyto- 
ma and regarded it as one conse- 
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Right, Multivesicular bodies with ring-like appearance ( x 31,500). 


quence of the phagocytic function of 
the tumor cell. In 1977, Caputo et al'? 
reported a similar structure in two 
cases of papular histiocytosis and 
regarded the structure as the result of 
a peculiar type of endocytosis or the 
expression of an exocytotic phenome- 
non. To our knowledge, there have 
been no previous reports of other lym- 
phoreticular proliferative disorders 
that present the multivesicular struc- 
ture. Therefore, such structures may 
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be unique for histiocytic proliferative 
disorders as pointed out by Caputo et 
al.^ The existence of multivesicular 
structures may indicate that the ori- 
gin of the tumor cells is histiocytic. 
The multivesicular bodies observed 
in the present study resembled some 
form of the multivesicular granules 
described by Caputo et al.'^ However, 
the number and shape in one tumor 
cell in the latter case were varied, 
while those in the present case were 
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Behavior Therapy Techniques 


in Treatment of Exfoliative Dermatitis 


Michael F. Cataldo, PhD; James W. Varni, PhD; Dennis C. Russo, PhD; Stephen A. Estes, MD 


* We report here a case study in which 
behavior therapy techniques were used to 
treat the persistent and severe scratching 
of a patient with long-standing exfoliative 
dermatitis, A multiple-baseline clinical 


design across different body areas was | 


used to evaluate the behavioral treatment 
program. This program consisted of (1) 
training the patient to monitor his scratch- 
‘ing behavior and to use an incompatible 
;response and distraction procedure con- 
tingent on the occurrence of scratching, 
and (2) differential attention by the thera- 
pist, so that the therapist's attention was 
contingent on intervals of nonscratching, 
and the therapist ignored the patient when 
he did scratch. The results indicated that 
the program was effective in almost com- 
pletely eliminating scratching when a var- 
iety of therapists were and were not pres- 
ent. This suggests that the procedures 
used might easily be taught to the nursing 
staff. 
(Arch Dermatol 116:919-922, 1980) 
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ver the past 15 years, the proce- 
dures and techniques developed 

in the field of behavior therapy have 
resulted in novel ways of viewing and 
treating medical disorders tradition- 


ally conceived as solely amenable to . 


surgical. and/or pharmacological in- 
terventions. Although the efficacy of 
behavior therapy has been well docu- 
mented in mental health, the role of 
behavior therapy in the. alleviation 
and amelioration of nonpsychiatrie 


health care dysfunctions has only 
recently been 
“mented, as illustrated in a recent 


empirically docu- 


review by Katz and Zlutnick.' 
Various medically related disorders 
have received attention from behavior 
therapists. Studies of patients with 
migraine headaches,’ seizure disor- 
ders? asthma; ties," and chronic 
pain** have demonstrated the applica- 
bility of behavior treatment methods 
to disorders traditionally treated sole- 
ly by medical interventions. Skin dis- 
orders have also been treated using a 
variety of behavior therapy tech- 
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niques. Relaxation training as a reeip- 
rocal inhibition procedure has been 
used. by Ratliff’ and Stein? in the 
treatment. of neurodermatitis, by 
Daniels!" in the treatment of urtica- 
ria; and.by Waxman" in the treat- 


"ment of psoriasis. 


. -Modification of scratching behavior 
has also been achieved. Allen and Har- 
ris” decreased the scratching behavior. 
of a 5-year-old girl who had large, 


-erusted sores and scars on her fore- 
head, nose, cheeks, chin, arms, andi 


legs by training the parents to make 


"their social attention: contingent on 


periods of no scratching and to with- . 
draw their attention (time-out) when... 


the child did scratch. At the end of six © 


weeks of treatment, the child’s face 
and body had cleared of all trauma- 
tized lesions, with no scratching 
behavior during a four-month follow- 
up period. 

In the. present. investigation, an 
attempt. was made to assess the 
effects of behavior therapy proce- 
dures on the scratching behavior of an. 
individual.who had an extended histo- 
ry of severe dermatitis and excoria- 
tions that had defied traditional med- 
ieal therapy. An attempt was also 


made to assess whether a decrease in 


scratching behavior would. ultimately 
result in an improved skin condition, 
even though the medical treatment 
remained unchanged. 


METHODS 
Subject and Setting 


This was the sixth hospitalization at The 
Johns Hopkins School of Medicine, Balti- 


more, for this 37-year-old man with a 3'4- 
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year history of a generalized exfoliative 

dermatitis. In 1973, after an insect. bite on 

one arm, a localized dermatitis developed. 

Over three months, the eruption had 

become generalized despite treatment with 

bath oil (Domol) four times a day, topical 
iodochlorhydroxyquin (Vioform) cream, ox- 
acillin (250 mg) four times a day, and 

prednisone (40 mg/day). In 1974 and 1975, 

the patient underwent several evaluations 

in search of an underlying cause of his 
dermatitis. Skin biopsy specimens always 
demonstrated a subacute and chronic der- 
“matitis. A lymph node biopsy specimen 
Andicated dermatopathie lymphadenitis. 
Complete radiographie studies of the 
pulmonary, gastrointestinal, and genitou- 
tinary systems were normal. The WBC 
count ranged from 6,000 to 12,000/cu mm 
with 6% to 33% eosinophils. Bone marrow 
examination was remarkable only for 
4dnereased numbers of eosinophils. Results 
of stool examinations for parasites and 
their-ova were negative. The serum IgE 
“level was normal. Renal and thyroid func- 
tion studies and glucose toleranee test 
results were normal. The patient's hepatic 
énzymes had always demonstrated an 
‘Increased alkaline phosphatase with other 
values being normal. Bile acid levels in the 
patient's peripheral blood were normal. A 
liver biopsy, done in 1973, was read as 
“alcoholic hepatitis." 
© On the patient's admission to the hospi- 
-tal, skin examination demonstrated almost 
'total-body lichenification with scaling and 
areas of hypopigmentation and hyperpig- 
mentation. Numerous areas showed un- 
derlying erythema and seattered linear 
:exeoriations with deep ulcers, especially on 
he patient's. extremities. Alopecia of the 
scalp, axillae, and pubie hair was noted. 
.. Generalized, nontender, rubbery lymphad- 
enopathy was present. No hepatosplenome- 
galy was noted. Additionally, a chronic 
tachycardia was present. After cardiac 
consultation, it was believed that his tachy- 
cardia resulted from a high output state 
because of increased cutaneous blood flow 
caused by his generalized dermatitis. The 
results of the rest of the physical examina- 
tion were normal. 

The patient received Unna boot paste 
wraps twice a day, as well as continuation 
of oral prednisone therapy (30 mg every 
other day) and oral antibiotic therapy that 
was initially oral erythromyein stearate 
(250 mg four times a day), and subsequent- 
ly changed to oral dicloxacillin sodium 
monohydrate (250 mg four times a day). 
While some improvement was seen with 
this regimen, daily examination indicated 
numerous fresh excoriations. The patient's 
continuous scratching was also observed on 
the hospital ward. Under these circum- 
stances, and beeause of a long history of 
recurrent hospitalizations, a behavioral 
program to control the scratching was 
designed and implemented in conjunction 
with the same medical therapy. All treat- 
ment and evaluation were conducted in the 
patient's hospital room. Three other 
patients also resided in the room during 
the course of this study, with each bed 
partitioned off from the others. 





920 Arch Dermatol—Vol 116, Aug 1980 


Dependent Measures 


Two sets of behavior were measured— 
the scratching of hands and arms and the 
scratching of other parts of the body. After 
behavioral treatment had been started and 
because of the results, an additional mea- 
sure was initiated. The number of new and 
total excoriations was measured daily by 
the dermatologist beginning with session 
36. An excoriation was defined as any 
full-thickness erosion of the epidermis pro- 
duced by seratching. The number of new 
excoriations as well as the total number of 
excoriations was recorded. 


Observational Procedures 


A measure of the patient's scratching 
behavior was obtained via an interval 
recording procedure in whieh scratching 
was recorded for the duration of a session. 
Initially, the sessions were ten minutes 
long. For the duration of each ten-minute 
session, the occurrence of scratching was 
observed for a 10-s period, followed by a 
10-s nonobservation pericd, followed by 
another 10 s of observation, and so forth. 
Scratching that occurred during the 10- 
8 observation period was recorded during 
the nonobservation period to indicate body 
parts seratched. Later in the investigation, 
the sessions were expanded to 20 minutes 
(session 26). and then 30 minutes (session 
29) in duration. During these 20- and 30- 
minute sessions, the oecurrence or nonoc- 
currence of the scratching behavior was 
recorded at the end of every minute. 


Design 


A single-subject, multiple-baseline de- 
sign was employed to determine the func- 
tional effectiveness of the various manipu- 
lations on the. patient's scratching behav- 
ior. As an experimental technique, the 
multiple-baseline design has proved to be 
an effective device in behavior therapy to 
demonstrate experimental -control over 
specific classes of behavior." The design 
involves the sequential application of the 
treatment procedures across either sub- 
jects, behaviors, or settings. In the present 
investigation, the treatment package was 
sequentially. applied across two sets of 
behavior, namely, the hands-and- 
arms-seratehing behavior and the other- 
parts-of-the-body-seratching behavior. 
Thus, the treatment. procedures described 
were initially only employed when the 
patient was scratching those parts of his 
body other than his hands and arms. After 
the other-parts-of-the-body scratching de- 
creased to a stable rate, the treatment 
procedures were then introduced for the 
hands-and-arms scratching while continu- 
ing the same treatment for the other- 
parts-of-the-body scratching. This design 
permitted the systematic demonstration 
that both types of scratching changed only 
when the treatment procedure was applied 
to them. 


Procedure 


At the beginning of a session, the 


patient would be in bed, with the therapist , 





seated next to him, while a graduate stu- um 
dent observed and recorded the occurrence 

of seratching from the foot of the bed. 
During the baseline sessions, the therapist 
simply interaeted with the patient in a 
pleasant manner, diseussing any issues or 
topies initiated by the patient. The treat- 
ment procedures consisted of the therapist 
ceasing his social interaction with the 
patient for one minute when the patient > 
began to scratch. At this time, the thera- 
pist also told the patient the ramifications 
of his scratching behavior (eg, increased 
itching or tachycardia) and obtained the 
patient's agreement to work on decreasing 
his scratching. As soon as the patient 
scratched himself, the therapist called the 
patient by name and said, "You're scratch- 
ing," and then asked the patient to fold his 
hands and think of some pleasant scene 
(for instance, eating in his favorite restau- 
rant) These reminders that the patient 
was seratehing were gradually discontin- 
ued as the patient began spontaneously 
folding his hands. The use of an incompat- 
ible response (folding hands) and distrac- 
tion (thinking of a favorite food) was an 
obvious approach to interrupt the itch- 
scratch cycle; The use of differential social 
attention by the therapist was employed 
because of the success of this technique in 
other behavioral researeh and especially 
because it had been observed that the 
patient would seek to engage and maintain 
the staff's social attention with a variety of 
eonversational skills, from stories about his 
past to complaints about his skin condi- 
tion, 

The rationale for the various treatment 
procedures was as follows. First, the 
patient was made aware of the times he 
scratched, so as to increase his ability to 
monitor his seratehing behavior. Previous- 
ly, he had reported that he was not always 
aware of those times. Second, the patient 
was asked to fold his hands, since this 
action was incompatible with scratching. 
The patient was requested to think of some 
pleasant scenes to serve as a distraction 
from the iteh sensation. Finally, social 
attention was withdrawn from the patient 
contingent on his seratching to provide a 
mild punishment for the seratehing behav- 
ior and to set up the situation so that 
attention from the therapist was contin- 
gent on no scratching. 

To assess the feasibility of recommend- 
ing the treatment procedures to nursing «^ 
and medical staff, three additional inex- ` 
perienced staff members (two graduate 
students and a psychologist) were each 
given a one-page outline of the procedures 
and a sample data sheet. After reading the 
outlines, éach had the opportunity to dis- 
cuss the procedures with the primary ther- 
apist for five minutes. These staff mem- 
bers employed treatment procedures with 
the patient between the 39th and 4lst 
sessions conducted by the primary thera- 
pist. One of these staff members spent two 
30-minute sessions with the patient, while 
the other two therapists conducted one, 
30-minute session each. 

Additionally, to assess scratching during 
those times when the patient was not 
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involved in a treatment session, four per- 
sons not directly involved with the 
patient's case were asked to make observa- 
tions of seratching. Thirteen observations Other Body Parts 
were made between sessions 28 and 97. For 
each observation, the persons were in- 1004 Baseline ! Treatment 
structed to enter the patient's room, 
observe the patient for 5 s, leave the room, 80 
and then record whether or not the patient 
( had been scratching. 
Exeoriation counts were made each 60 

“morning by the patient's dermatologist 
beginning with session 36. Systematic 40 
counts were not available before session 36 
and. had not been considered until the 
scratching changes were evident. Each 
excoriation on the patient’s body was 
counted, and old, unhealed, and new exco- 
riations were totaled separately. 


Reliability 


At random times, two observers simulta- 

neously and independently recorded ‘the 

. patient's scratching behavior with. an 

agreement index of 97%. A reliability cheek 

-onthe excoriation rate by another derma- 

tologist resulted in an 89% agreement 
index. 
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RESULTS 


The amount of scratching was vari- 
able during the baseline period. As 
shown in Fig 1, the scratching of other: 
parts of the body during the baseline 
sessions (sessions 1 to 10) varied from 
3% to 77%, with an average of 31%. 
The baseline range for the scratching 

- of hands and arms was 0% to 77%, with 
~ an average of 21% (sessions 1 to’ 16). 
Treatment was initially begun for the. 
| other-parts-of-the-body seratching at 
session 11, while the baseline period — - 

continued. for the hands-and-arms ` Fig 1.—Data on scratching of hands and arms and other body parts during both baseline 

scratching. The data in Fig 1 indicate ^ and treatment periods in multiple-baseline design are indicated (dotted line). Letter "A" 

that there was an immediate decrease on abscissa at session 26 indicates change in session length to 20 minutes. Letter “B” at 

in the scratching of other parts of the session 29 indicates session length of 30 minutes for remainder of study. Letter "C" at 
body and that this decrease continued session 37 indicates start of excoriation counts. 

during the next 30 sessions (range, 0% 

to 18%, with an average of 2%). Treat- 

ment began for the scratching of 
hands and arms in session 17; the 
percentage of scratching | decreased 
immediately to 0%. The range during 
mb. the 32 treatment sessions for the 
;seratehing of hands and arms was 0% 
“to 3%, with an average of 0.8%. Fur- 
“thermore, this decrease was main- 
"tained. when session lengths «were 
increased to 20 minutes beginnin id: Sid 
.. With session 26, and 30 Sailor begin Excoriation: Daunte were made dally 
ning with session 29, 

Figure 2 shows the rate of new and 

total excoriations from session 36 to 


7 at morning rounds by resident der- 
nae. matologist, Three-day leave of ab- 
Total Excoriations sence is indicated (arrows). 
the. end of treatment. These are Xe 
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Fig 2.—Total number and number of 
new excoriations from session 37 of 
treatment to time of discharge. 
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graphed from the first to the 16th day New Éxcoriations 
that such observations were recorded. Od o e 9.9 Er ls m 
-As can be seen, the rate of new exco- mes r- É T 
riations was stable at a low level, with i 

a range of zero to five excoriations per 
day. The number of total excoriations 
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showed a gradual decrease over time 
from 75 excoriations on day 1 (the day 
session 36 took place) to 17 excoria- 
tions by day 16, when the patient was 
discharged from the hospital. 
During treatment procedures, the 
amount of scratching was similarly 
low whether the procedures were car- 
ried out by the primary therapist or 
staff personnel trained from a written 
outline or by a brief meeting with the 
primary therapist. Baseline data for 
both behaviors indicated that seratch- 
ing occurred during an average of 25% 
of the intervals observed, compared 
“with 1% during treatment sessions 
conducted by the primary therapist, 
and 8%, 0%, and 0% during sessions 
-conducted by each of the other mem- 
bers of the staff, respectively. Be- 
tween-treatment-session observations 
(whieh were 5-s observations when no 
therapist was present) indicated two 
ineidents of seratching out of 13 
observations between sessions 28 and 
37. The patient was discharged from 
the hospital and observed every week 
thereafter. The patient's condition 
was maintained with the same medi- 
‘eal therapy as outlined previously, and 
She demonstrated an improved condi- 
"tion for approximately three months, 
as evidenced by decreased lichenifica- 
tion and exeoriations. Subsequent 
, social changes in his life precipitated a 
‘heightened anxiety state with subse- 
quent exacerbation of his skin dis- 
, ease. 


COMMENT 


The results of the present investiga- 
tion demonstrated that the use of 
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with a consistent course of medical 


treatment was successful in reducing . 


severe and persistent scratching in a 
37-year-old man who had a 3-year 
history of exfoliative dermatitis. A 
multiple-baseline design demon- 
strated sequential control of the 
scratching of hands and arms and 
other parts of the body. It was also 
demonstrated that the results of 
treatment generalized to periods dur- 
ing the day when therapists, other 
than the primary therapist, were pres- 
ent and when no therapists were pres- 
ent, while a subsequent reduction in 
the ràte of excoriations and increased 
healing were noted. The data do not, 
however, allow conclusions to be made 
about the cause of the generaliza- 
tion. 

The issue of long-term maintenance 
(eg, greater than three months) of the 
observed effects remains an empirical 
question, since the patient's medical 
care was transferred to another hospi- 
tal, with systematic follow-up assess- 
ment unavailable. Clearly, replication 
and extension of these techniques to 
dermatological conditions. will benefit 
from systematic follow-up. observa- 
tions in future studies. Future behav- 
ior studies in dermatology should. also 
address the issue of follow-up evalua- 
tion and therapy employing a differ- 
ent strategy, ie, instead of follow-up 
assessment alone, there should be an 
investigation of strategies to main- 
tain effects as well as to increase the 
probability of continued therapeutic 
improvement. This is particularly rea- 
sonable, since behavior therapy re- 
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quires a change in those environmen- 
tal events that can influence a behav- 
ior such as scratching. Without a 
strategy to ensure the maintenance of 
such an environmentally based behav- 
ior change after discharge from the 
hospital, one would expect the seratch- 
ing problem to recur. 

While this study represents only a 
single case, it points out the potential 
relationship between environmental ` 
contingencies and dermatological dis- 
orders. The exacerbation of skin disor- 
ders through excessive scratching, 
whether such seratching is the result 
of an itch sensation or a combination 
of itehing and emotional factors, may 
be best treated by a combination of 
medical and behavioral treatments. 
Lachman” and Edwards et al'* have 
pointed to the importance of control- 
ling seratehing behavior not only in 
the improvement of existing dermato- 
logical conditions but also in the pre- 
vention of permanent functional dis- 
turbance arising from long-term 
seratching. Behavior therapy proce- 
dures ean provide an effective treat- 
ment intervention in the itch-scratch 
cycle and contribute to the overall 
regimen of dermatological therapy. 
Future studies should be conducted to 
investigate behavioral treatment of 
the itch-scratch cycle and the general 
treatment of long-standing dermato- 
logical disorders. 
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Spontaneous Disappearance 


« of Molluscum Contagiosum 


Report of a Case 


Charles Steffen, MD, Jo-Anne Markman, MD} 


* We report herein a case of molluscum 
contagiosum that healed spontaneously. 
The molluscum papules did not involute 
simultaneously, but became inflamed and 
disappeared individually over a period of 
months. Biopsy specimens were taken at 
various stages of inflammation and 
regression. The histopathology was con- 
sistent with a cell-mediated rejection 
reaction. 

(Arch Dermatol 116:923-924, 1980) 


N ppt contagiosum is a benign 

virus-induced tumor of the 
skin, the virus appearing to be a mem- 
ber of the pox group.’ In this report 
we will correlate the clinical and histo- 
pathological features of a case in 
which molluscum contagiosum disap- 
peared spontaneously. Although spon- 
taneous clearing of molluscum conta- 
giosum has been described previous- 
ly,** to our knowledge this is the first 
case report of molluscum contagiosum 
in which spontaneous healing was con- 
firmed clinically and by serial histo- 
logic observations. 


REPORT OF A CASE 


Papules developed on the chest of one of 
the authors of this report (C.S.). He was, 
otherwise, in good health. He had had a 
plantar wart disappear from his foot after 
it had been present for 20 years. Other 
than this, he had had no skin diseases. His 
son had molluscum contagiosum and, pre- 
sumably, was the source of infection. 

Physical examination indicated that, 
scattered over the right side of the chest, 
there were approximately 50 tiny pearly 
papules each with a central dell. The lesions 
were typical of molluscum contagiosum. 

It was thought that the disease might 
disappear spontaneously, so no therapy 
was undertaken. Within three weeks after 
the appearance of the lesions, one papule 
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became inflamed and exquisitely tender. 
The inflammation and tenderness subsided 
within a week, leaving a normal-appearing 
skin site. During the next three months, 
multiple individual papules became in- 
flamed and then healed. Gradually, all of 
the papules disappeared; whether all 
became inflamed prior to healing was 
impossible to determine. The lesions left no 
scars. Three years after apparent cure, 
there has been no recurrence. 

Five biopsy specimens were taken dur- 
ing the course of the disease. At the time of 
onset, a biopsy of a noninflamed papule, 
which had the typical histologic appearance 
of molluseum contagiosum, was done. Fig- 
ure 1 represents the histopathological 
appearance at an early stage of inflamma- 
tion. The molluscum contagiosum architec- 
ture remains intact, but an inflammatory 
infiltrate is present. The infiltrate hugs 
the infected epidermis and is composed 
almost entirely of lymphocytes and histio- 
cytes. The basal cells have become vacuo- 
lated. A few inflammatory cells have infil- 
trated between the infected epidermal 
cells. 


At a later stage of inflammation, a 
superficial uleer develops, and a nest of 
degenerated cells containing molluscum 
bodies is extruded with the epidermal scale 
(Fig 2). The inflammatory reaction infil- 
trate is composed of mononuclear cells. At 
a still later stage (Fig 3), the scale loses any 
readily identifiable cells containing mollus- 
cum bodies, although clumps of large 
glassy epidermal cells, which may be 
infected, are present. The epidermis is 
regenerated and there is an initial reduc- 
tion in the inflammatory cell infiltrate. 


COMMENT 


Many investigators have noted and 
commented on inflammation ap- 
pearing spontaneously around mollus- 
cum contagiosum papules. Pinkus and 
Frisch’ applied emulsified molluscum 
contagiosum material to scarified skin 
sites and also injected the material 
intradermally into three subjects. An 
intense inflammation developed at 
the test sites within 24 hours. Biopsy 
specimens were taken, and there was 
a dense infiltrate of lymphocytes, 
large mononuclear cells, histiocytes, 
and cells with basophilic, somewhat 
vacuolar, cytoplasm. DeOreo et al 


found eczematous reactions of the | 


skin surrounding molluscum papules 
in some patients. A biopsy specimen 
of one of the eczematous lesions 


showed an inflammatory reaction sur- 
rounding the molluseum contagiosum 
lesions and adjacent small vessels. 
They treated their cases, and stated 
that the eczematous reaction subsided 
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Fig 2.—Scale-crust contains molluscum bodies in degenerated keratinocytes. Infiltrate 


consists of mononuclear cells (hematoxylin-eosin, original magnification x 200). 





Fig 3.—At later stage of inflammation, crust no longer contains infected cells. Note nest 
of large, vacuolated epidermal cells being extruded at lower center (hematoxylin-eosin, 


original magnification x 125). 


in one to three weeks after successful 
treatment of the molluscum contagio- 
sum lesions. 

Henao and Freeman* reviewed the 
histopathological findings of seven 
patients with inflammatory mollus- 
cum contagiosum. They found the epi- 
dermis disrupted. In the dermis, 
edema, vascular proliferation and 
infiltration of many lymphocytes, 
neutrophilic leukocytes, histiocytes, 
and epithelioid cells were noted. Kip- 
ping? reported an inflammatory reac- 
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tion, which he termed “molluscum der- 
matitis," about the papules in 19 of 
200 cases of molluscum contagiosum. 
Biopsy specimens indicated mollus- 
cum bodies and a moderate inflamma- 
tory cell infiltrate consisting of lym- 
phocytes and round cells. In several 
patients whose molluscum papules 
were not treated, the dermatitis and 
the molluscum lesions disappeared. 
Kipping speculated that the inflam- 
mation caused the spontaneous heal- 
ing, but he did not correlate the biopsy 


TO ee Par 


findings with the clinical. course in 4* 


any specific case. 

In discussing the histogenesis of 
molluscum contagiosum, Reed and 
Parkinson? divided molluscum conta- 
giosum into characteristic inflamed 
and regressing types according to his- 
tological features. They did not 
attempt to correlate histopathological 
appearance with clinical findings. The 
molluseum lobules in their inflamed 
lesions were surrounded by dense 
infiltrates of histiocytes and lympho- 
cytes. Sometimes the inflammatory 
cells migrated into the epidermis con- 
centrating in areas showing necrosis 
of keratinocytes. Regressing lesions 
showed degenerating keratinocytes 
and a foreign-body reaction in the 
dermis. 

Various causes have been suggested 
for the induction of inflammation in 
molluscum contagiosum lesions. These 
include trauma! or disruption of the 
molluscum papule with consequent 
discharge of its contents into the 
cutis However, most authors have 
hypothesized an immune  mecha- 
nism.^* Although we have no direct 
evidence that inflammation is asso- 
ciated with immunity, the fact that 
the papules disappeared after becom- 
ing inflamed makes this an attractive 
theory. There have been recent 
reports that plane warts have healed 
after inflammation.** The same dense 
mononuclear cell infiltrate that we 
found in regressing molluscum con- 
tagiosum was present in spontaneous- 
ly regressing flat warts. This reaction 
led the authors to suggest that regres- 
sion was mediated by cellular immune 
responses. This explanation also ap- 
pears to be applicable to our case of 
spontaneous involution and disap- 
pearance of molluscum contagiosum. 
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Follicular Occlusion Disease With 


Elimination of Abnormal Elastic Tissue 


Caryl H. Hyland, MD, Sonia M. Kheir, MD 


* Acase of follicular occlusion disease 
with notably increased and abnormal 
elastic tissue and transepidermal elimina- 
tion of elastic fibers is reported. This 
combination of findings has traditionally 
been regarded as unique to elastosis per- 
forans serpiginosa and, to our knowledge, 
has not previously been described in oth- 
er follicular diseases. It is hypothesized 
that the histopathologic changes seen in 
this case might be a nonspecific secon- 
dary alteration in the dermis caused by 
long-standing chronic inflammation and/ 
or repeated exposure of the dermis to 
follicular contents. 

(Arch Dermatol 116:925-928, 1980) 


ransepidermal elimination," a 

term coined by Mehregan,' refers 
to transport of altered connective tis- 
sue or foreign substances in the skin 
toward the surface through perfora- 
tions in the epidermis. Among the 
conditions associated with transepi- 
dermal elimination of altered connec- 
tive tissue, elastosis perforans serpigi- 
nosa (EPS) is considered by most 
‘authors to be unique, in that increased 
numbers of abnormally thickened 
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elastic fibers can be demonstrated in 
dermal papillae and within intraepi- 
thelial canals.'? The clinical presenta- 
tion of EPS is described as an eruption 
of small papules in arcuate, circinate, 
or serpiginous configuration usually 
occurring on the neck, arms, and face 
in young men.'*^* : 

We recently encountered a patient 
with concurrent hidradenitis suppura- 
tiva and acne conglobata whose skin 
lesions showed microscopic qualitative 
and quantitative elastic tissue abnor- 
malities similar to those of EPS, as 
well as transepidermal elimination of 
altered elastic fibers. Papillary dermal 
aggregations of thickened elastic fi- 
bers were seen in many areas. 

The facts that dermal papillary 
accumulations of abnormal elastic tis- 
sue have not previously been de- 





Fig 1.—Surgical specimen from left lateral 
thigh lesion. 


scribed in conditions other than EPS, 
and that transepidermal elimination 
of altered elastic tissue is not general- 
ly recognized as a histologic feature of 
the follicular occlusion diseases, 
prompted this case presentation. 


REPORT OF A CASE 


A 20-year-old man was initially admitted 
to the Birmingham (Ala) Medical Center in 
1976 for treatment of axillary hidradenitis 
suppurativa (which he had had for two 
years) and widespread cystic acne in a 
distribution compatible with acne conglo- 
bata. Previous therapy had included anti- 
biotics and ultraviolet irradiation, which 
had little effect on the lesions. The past 
medical history was negative for other 
complaints or illnesses. 

On physical examination, the patient had 
multiple pustular and cystie lesions, some 
associated with burrowing sinus tracts and 
severe scarring, involving the axillae, both 
sides of the neck, the face, the posterior 
aurieular areas, and the chest, back, and 
buttocks. Purulent material could be 
expressed from some of the lesions. No 
other abnormalities were found, and labo- 
ratory data were normal except for axillary 
bacterial cultures positive for Staphylococ- 
cus albus and Bacteroides. 

The patient underwent bilateral axillary 
excisions in 1976. Within the same year, 
similar new lesions developed on the abdo- 
men beneath the umbilicus. Local excision 
was performed. However, the abdominal 
lesions recurred in 1978 and were again 
removed. A few months later, the patient 
returned with bilateral, external thigh 
lesions characterized by multiple crater- 
like ulcers, sinus tracts, and dermal pockets 
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Fig 2.—Left, Pilosebaceous folliculitis with 
destruction of hair follicle from right axil- 
lary excision (Verhoeff-Van Gieson, x 40). 
Right, Follicle obstruction by neutrophils 
and keratinous debris from left thigh 
lesion. Note aggregates of elastic fibers in 
close approximation to epithelium (Ver- 
$ hoeff-Van Gieson, x 100). 








left thigh lesion (hematoxylin-eosin, x 100). Right, Higher power of same area showing 
refractile fibers between keratinocytes (arrows) (hematoxylin-eosin, x 250). 


of edema. The lesions on the left thigh 
were excised. The appearance of the latter 
surgical specimen is shown in Fig 1. In 
1979, an excision of acneform lesions 
involving the chest showed similar macro- 
scopic features. 


HISTOLOGIC FINDINGS 
Hematoxylin-eosin 


All tissue samples dating from 1976 
to the present were reviewed, and all 
showed similar changes, including 
intense acute and chronic piloseba- 
ceous folliculitis, most severe below 
the infundibular level, with focal fol- 
lieular destruction and rupture. Most 
follicular infundibula were dilated and 
obstructed by dense layers of kerati- 
nous debris, often admixed with neu- 
trophils and bacteria (Fig 2). Plasma 
cells, neutrophils, and  epithelioid 
giant cells were composed of in- 
flammatory infiltrate within the 
edematous dermis surrounding af- 
fected follicles. Sinus tracts that con- 
nected with either adjacent piloseba- 
ceous structures and/or surface epi- 
thelium were present. These were 
most numerous in specimens received 
in 1978 and 1979. Both sinus tract 
linings and surface epithelium showed 
focal pseudoepitheliomatous hyper- 
plasia and areas of neutrophilic exocy- 
tosis. In the 1978 and 1979 excision 
specimens, refractile eosinophilie fi- 
bers were present in tangled masses 
at the dermal-epidermal junction, be- 
tween keratinocytes (Fig 3), and 
admixed with keratinous follicular 
debris. Penetrating altered fibers ap- 
peared with greatest frequency in the 
areas of exocytosis associated with 
disruption of epithelium. Large areas 
of dermal fibrosis were present, espe- 
cially in the lateral thigh and abdomi- 
nal lesions (1978). 


Verhoeff-Van Gieson (VVG) Staining 
Method for Elastic Tissue 


Axillary and abdominal specimens 
removed in 1976 showed accumula- 
tions of abnormally thickened elastic 
fibers mainly within the reticular der- 


| Fig 4.—Abnormally coarse and tangled 
V. elastic tissue adjacent to sinus tract in 

? reticular dermis from abdominal skin exci- 
* sion (Verhoeff-Van Gieson, x 40). 





P mis (Fig 4), often seen within the 


cytoplasm of epithelioid giant cells. 
The reexcision specimen from the 
abdomen (1978), the left thigh exci- 
sion (1978), and chest lesions (1979) 
were similar to each other but were 
different from previous material in 
two regards: (1) dense papillary der- 
mal accumulations of thickened elastic 
fibers were present in addition to 
aggregates in the reticular dermis 
(Fig 5), and (2) the surface and follicu- 
lar epithelium showed focal perfora- 
tion or penetration by elastic fibers. 
In such areas, elastic tissue streamed 
up through defects in the hyperplastic 
epithelium to be extruded at the skin 
surface or into follicular orifices along 
with acute inflammatory cells and 
keratinous debris (Fig 3 and 6). Areas 
of dermal fibrosis were totally devoid 
of elastic tissue, but accumulations of 
elastic fibers were often seen border- 
ing them. 


COMMENT 


Hidradenitis suppurativa and acne 
conglobata are members of the "follic- 
ular occlusion triad,” along with peri- 
folliculitis capitis abscedens et suffod- 
iens. The lesion are similar, consisting 
of chronic, deep-seated folliculitis 
with suppuration, intense scarring, 
and sinus tract formation.^* The 
pathogenesis of these lesions remains 
unknown, but obstruction of piloseba- 
ceous structures is generally consid- 
ered to be the initiating event.’ 

Review of the literature indicated 
only two references (by the same 
authors) in which inflammatory follic- 
ular diseases were classified among 
dermatoses involving transepidermal 
elimination. In their discussions of 
cutaneous elastoses and collagenoses, 
Reed et al*'" use the term “elastosis 
perforans" generically for a group of 
conditions with divergent clinical 
presentations but sharing the feature 
of "epithelium mediated elastosis" 
with transepidermal elimination. The 
term "superficial spreading elastosis 
perforans" is used to distinguish per- 
forating elastosis with increased elas- 
tie tissue (EPS) from forms of perfo- 
rating elastosis with normal amounts 
of dermal elastic tissue. Among the 
perforating elastoses without increase 
in elastic fibers, aeneform folliculitis 
and perforating folliculitis are given 
as examples of the follicular variant of 
elastosis perforans in which transepi- 
dermal elimination of altered elastic 
fibers takes place through the walls of 
hair follicles (present in our patient). 

Although there are numerous histo- 
logic similarities between the lesions 
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Fig 5.—Left, Abdominal skin in 1978 showing dense elastic fibers in reticular dermis. 
Center, Dense fibers in papillary dermis. Right, Normal age- and site-matched skin 
(Verhoeff-Van Gieson, x 100). 


Fig 6.—Left, Same area as shown in Fig 


in our case and those of perforating 
folliculitis," enough important differ- 
ences existed to allow differentiation. 
Clinically, perforating folliculitis does 
not affect apocrine gland areas, 
involving mainly the extremities; it is 
usually asymptomatic and nonpustu- 
lar. Histologically, the lesions in our 
case showed acute inflammation with- 
in follicular epithelium and dermis, 
usually absent in perforating folliculi- 
tis. In addition, curled-up hair shafts 
could not be demonstrated in numer- 
ous sections of this patient’s lesions. 
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3, stained to demonstrate elastic fibers 
(Verhoeff-Van Gieson, x100). Right, Higher-power epithelial canal (Verhoeff-Van 
Gieson, x 250). 


Therefore, this case seems to repre- 
sent an unusual presentation of acne- 
form folliculitis with increased 
amounts of papillary dermal elastic 
tissue, a feature traditionally em- 
ployed to differentiate EPS from oth- 
er follicular processes. The lesions of 
EPS, however, are clinically separable 
from those seen in this patient and 
histologically different in the absence 
of suppuration and more uniform dis- 
tribution of increased elastin within 
the dermis. E 

The striking progression in the 
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degree of elastic tissue alterations in 
this case, from just focal accumula- 
tions in reticular dermis to massive 


deposition of abnormal fibers 
throughout the dermis as the disease 
progressed, suggests that the elastic 
tissue was undergoing secondary 
changes. One could postulate that 
long-standing inflammation alters in 
some way (possibly enzymatically or 
immunologically) the structure of 
elastin so that it is handled as foreign 


material, resulting in its engulfment 


by histiocytes and eventual extrusion 
from the skin. 

In support of this hypothesis are 
recent biochemical studies" showing 


in Mehregan AH: Elastosis perforans serpigi- 


_nosa: A review of the literature and report of 11 


cases. Arch Dermatol 97:381-393, 1968. 

2. Lever WE, Schaumburg-Lever G (eds): His- 
topathology of the Skin, ed 5. Philadelphia, JB 
Lippincott Co, 1975, pp 255-256. 

3. Whyte HJ, Winkleman RK: Elastosis perfo- 
rans (perforating elastosis). J Invest Dermatol 
35:113-122, 1960. 

4. Ackerman AB: Inflammatory Diseases of 
the Skin. Philadelphia, Lea & Febiger, 1978, pp 
681-689. 

5. Reed RJ, Clark WH, Mihm MC: The euta- 
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that increased incidental hydroxyla- 
tion of elastin molecules takes place in 
fibrogenic repair responses to inflam- 
mation and that hydroxylation of 
proline residues impairs cross-linking 
of elastin polypeptides and fiber for- 
mation. The decrease in cross-links 
renders the elastic fiber more suscep- 
tible to fragmentation. Whether elas- 
tase degradation is also impaired in 
the inflammatory process is uncer- 
tain, but, if so, the accumulation of 
altered fibers would be an expected 
consequence. 

An alternative possibility is that the 
irradiation therapy received by this 
patient affected dermal elastic tissue 
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in some manner. However, during 
evolution of the disease, new lesions 
arose in areas previously free of 
involvement and not subjected to irra- 
diation (the abdomen and lateral 
thigh areas). 

The diagnosis of EPS should proba- 
bly not be made in the absence of 
characteristic clinical lesions, even 
when increased elastic tissue and 
transepidermal elimination of elastic 
fibers are present. It is hoped that 
further study of elastic tissue changes 
in inflammatory cutaneous processes, 
especially follicular diseases, will clari- 
fy the nature of the elastic tissue 
alterations seen in this patient. 
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Oral Warty Dyskeratoma 


1 Terence Jay Harrist, MD; George F. Murphy, MD; Martin C. Mihm, Jr, MD 


* An elderly woman had a small verru- 
' cose hyperkeratotic papule on the hard 
palate. Histologic examination showed 
' the lesion to be a warty dyskeratoma. 
Warty dyskeratoma may represent an 
abnormal keratinization response to in- 
traoral trauma or inflammation. All eight 
previously reported cases are reviewed. 
Clinically, the lesions appeared as verru- 
cose hyperkeratotic papules or as focal 
mucosal depressions, sometimes filled 
with keratin, Eight of nine lesions were 
located on the hard palate or on an alveo- 
lar ridge. 
(Arch Dermatol 116:929-931, 1980) 


o coined the term “warty 
dyskeratoma" for the lesion orig- 
inally deseribed by Helwig? and Allen? 
in the 1950s. Occurring primarily 
around the head and neck, the warty 
dyskeratoma may present as an ele- 
vated nodule or papule with a central 
pore or umbilication.' The center may 
|... be filled with keratotie debris. Histo- 





: logically, within a cup or cyst-like. 


depression, a suprabasal lacuna is 
lined on its deep aspect by fibrovaseu- 
lar villi covered by a single layer of 
basal cells. Acantholytic dyskeratotic 
cells are found in the lacuna. Above it 
lies parakeratotic and hyperkeratotie 
debris.'* Corps ronds and grains may 
be abundant. 

The histologic similarity of these 
lesions to that of Darier's disease has 
prompted the alternative designation 
of "isolated Darier's disease.” How- 
ever, this term has been largely dis- 
carded, because it is well established 
| that warty dyskeratoma has no elini- 
< čal relationship to the lesions of Dar- 
jer-White disease.'* In fact, so-called 
acantholytic dyskeratosis, character- 
ized by suprabasal lacunae, villi, acan- 
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tholysis, and dyskeratosis in the gran- 
ular layer, with overlying vertical 
parakeratosis, may be present in 
numerous disorders. Lesions of Grov- 
er's disease, Darier-White disease, 
actinic keratosis, or linear epidermal 
nevus (zosteriform, localized Darier's 
disease) and skin near various in- 
flammatory and neoplastie disorders, 
or even clinically normal skin, may 
demonstrate focal acantholytic dys- 
keratosis. 

Oral acantholytic dyskeratosis is 
well known in Darier-White disease"? 
and occurs rarely without associated 
cutaneous lesions. To our knowledge, 
all instances of solitary oral. focal 
aeantholytie dyskeratosis without cu- 
taneous involvement have been desig- 
nated oral warty dyskeratoma. Our 
purpose is to report an additional case 
and discuss the potential cause and 
nomenclature for these lesions. 


REPORT OF A CASE 


A 74-year-old woman had noted a slight- 
ly tender recurrent swelling of the lip. 
There was no history of any. previous cuta- 
neous disorder. Examination of the oral 
cavity indicated a tender, erythematous, 
submucosal nodule draining clear mucinous 
material, situated on the left side of the 
lower lip. A separate hyperkeratotic verru- 
cose papule was present on the left side of 
the hard palate medial to the first molar. 
(No symptoms were elicited that could be 
related to this second: lesion.) Multiple 
teeth were missing, and the gingival mueo- 
sa was focally erythematous. No cutaneous 
lesions of Darier-White disease were pres- 
ent, 

Excisional biopsies of both oral lesions 
were performed. Light microscopic exami- 
nation of the white papule from the hard 
palate indicated notable papillary epithe- 
lial hyperplasia. Prominent spires con- 
sisted of thin fibrovascular stalks covered 
by notably hyperkeratotie and hypergran- 
ulotie squamous epithelium. The crateri- 
form depressions between the spires were 
filled with hyperkeratotie and parakeratot- 
ic debris (Figure). At the base of these 
eraters were villi in which the basal cells 
showed squamous changes. Suprabasal 
clefts overlying the villi contained acantho- 
lytiesingle cells and clusters of cells. Only a 
few acceptable corps ronds and grains were 
identified. The submucosa contained a 
scant lymphocytic perivascular infiltrate. 





No evidence of viral inclusions or preexist- 
ing cutaneous appendages, such as hair or 
sebaceous glands, was found. 

Histologically, the lip lesion was a muco- 
cele with chronic sialadenitis. 


COMMENT 


Cutaneous warty dyskeratomas oc-:. 
cur preponderantly on the head and 
neck’ but may be found less commonly 
on the trunk, extremities, and, rarely, 
on the calf." One case has been 
reported on the prepuce,' and oral 
involvement has been infrequently 
described. 

In all there have been nine oral 
warty dyskeratomas reported, includ- . 
ing the present case (Table). Four 
patients were men and five were 
women, The age range was 33 to 74 - 
years, with a mean age of 53 years. 
Eight of nine lesions were located in 
mucosa. directly overlying bone. Five 
have occurred in mucosa of the hard. _ 
palate and three on the alveolar . 
ridges. Only one has appeared on the 
buccal mucosa. Some lesions appeared ` 
as a verrucose hyperkeratotic papule 
or nodule with or without a central 
pore. Others presented as white 
depressions or papules with central 
eraters. The maximum width of the 
reported lesions was consistently be- 
tween 4 and 5 mm. The only symptom 
was tenderhess in three of the nine 
cases. The duration, when specified, 
was one year to "several years." No 
associated oral disorders were re- 
ported in three cases, while in five 
there were severe caries and periodon- 
tal disease. Three of these latter five 
patients were chronic smokers. 

Oral warty dyskeratoma is charac- 
terized by two major clinicopathologi- 
cal variants. The first is the verrucose 
papule or nodule, which histologically 
is characterized by papillary epithelial 
hyperplasia. The spires consist of 
hyperkeratotie papillae, while the in- 
‘tervening crevices exhibit acantholyt- 
ie dyskeratosis. Increasing depth of 
penetration of the crevices into the 
submucosa correlates with the clinical 
appearance of a nodule rather than a 
papule. The second variant is the cra- 
teriform depression. The crateriform 
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lesions represent a broad peg-like 
defect of the submucosa lined by 
fibrovascular villi. The erater may be 
filled with keratotic debris, or the 
keratotie plug may have been dis- 
lodged. Clinically, the crateriform oral 
warty dyskeratoma can usually be dis- 
tinguished from oral Darier-White 
disease. The isolated verrucose papule 
may be identical to a single lesion of 
Darier-White disease, although in the 
latter, the presence of multiple intra- 
oral lesions permits the appropriate 
diagnosis.** 

Cutaneous warty dyskeratoma has 
been characteristically reported as a 
solitary papule or a nodule.’ A pre- 
vious report limits the term "warty 
dyskeratoma" to only a solitary nod- 
ule.^ Recognition of these two clinical 
appearances has important clinical 
and histogenetic implications. The 
papular warty dyskeratomas may be 
confused with actinic keratoses, ver- 
rucae, and other papillomas, while the 
nodular warty dyskeratomas are most 
commonly confused with follicular 
cysts. The nodular lesions seem to 
arise primarily in hair follicles. In- 
deed, Graham and Helwig? speculate 
that the pilosebaceous apparatus is 
always the site of origin of warty 
dyskeratoma. Hence, if only the nodu- 
lar variant is recognized or if warty 
dyskeratoma is limited to the clinical 
nodular form,’ a distinct clinicopatho- 
logical entity with a presumably dis- 
tinet histogenesis can be postulated. 
The papular variant may arise pri- 
marily from the epidermis itself, 
because small foci of focal acantholyt- 
ic dyskeratosis have been observed in 
nonappendageal epidermis. 

Oral warty dyskeratomas present as 
nodules, papules, and crateriform de- 
pressions. An origin in pilosebaceous 
structures is highly unlikely, although 
Fordyce's spots (heterotopic seba- 
ceous glands) may oceur in the oral 
mucosa. These sebaceous glands are 
found almost exclusively on the buccal 
and lip mucosa and are exceedingly 
rare on the hard palate and alveolar 
ridge.'"* Also, no residual sebaceous 
gland structures have been demon- 
strated in the reported cases. There- 
fore, the evidence to date supports the 
concept that oral warty dyskeratoma 
arises from mucosal squamous epithe- 
lium. 

The cause of oral warty dyskerato- 
ma is as obscure as that of its cuta- 
neous counterpart. There is little con- 
vineing evidence to support a viral 
cause. Focal acantholytic dyskerato- 
sis may occur adjacent to inflammato- 
ry dermatoses, dermal and epidermal 
tumors, or degenerative disorders and 
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Histological section showing papillary spires covered by hyperkeratotic squamous 
epithelium. Intervening lacunae are formed by villi lined by single layer of basal cells and 
containing acantholytic dyskeratotic cells (hematoxylin-eosin, x 100). 


may therefore represent an induced 
epithelial maturation defect caused by 
diverse stimuli. Focal acantholytic 
dyskeratosis also occurs in Darier's 
disease, a dominantly inherited disor- 
der of keratinocytie maturation." Re- 
view of the reported oral warty dys- 
keratomas disclosed five patients with 
severe caries and/or periodontal dis- 
ease. In three instances, tumors 
occurred on an adjacent edentulous 
alveolar ridge. In the present case, 
multiple teeth along the alveolar ridge 
adjacent to the tumor had been 
extracted. Also, in one case in which 
the lesion arose on the buccal mucosa 
(case 6), the patient was described as a 
“cheek biter.” Therefore, it seems rea- 
sonable to conclude that the lesions 
may have been induced by mucosal 
irritation and local inflammation. In 
fact, one patient had placed snuff in 
the left buccal vestibule (case 2). The 
adjacent left buccal mucosa, in which 


the warty dyskeratoma arose, was 
white and hyperplastic. However, 
there is little authoritative evidence to 
support any specific causative factor. 
In case 8, circulating intercellular 
substance antibodies were present in 
a low titer of 1:10. No direct immuno- 
fluorescence microscopy studies of the 
warty dyskeratoma were performed. 
These circulating intercellular sub- 
stance antibodies may represent 
pemphigus-like antibodies, which are 
found in a variety of conditions.” The 
importance of this finding is uncer- 
tain at this time; however, the recent 
variable findings of complement and 
immunoglobulin in lesions of tran- 
sient acantholytie disease (multiple 
evanescent focal acantholytic dysker- 
atosis)" suggest that further immuno- 
logical studies are warranted. Perhaps 
local chronic irritation, inflammation, 
or injury increases vascular permea- 
bility, resulting in focal nonspecific 
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Source, yr Age, 
(Case) .  yr/Sex Location 
Gorlin and Peter- 45/M Left side of 
son, 1967" (1) hard 


palate 

Tomich and Left side of 
Burkes, 1971" mandibu- 
(2) lar ridge 












Tomich and 61/M Left side of 
Burkes, 1971" mandibu- 
(3) lar ridge 








Tomich and 61/M Left side of 
Burkes, 1971" hard pal- 
(4) ate 









Anneroth and Left side of 
Isacsson, hard pal- 
1975" (5) ate 






Guinta et al, 
1975" (6) 


Maxillary al- 
veolar 
ridge 
Left side of 
buccal 
mucosa 
Anterior 
side of 
hard 
palate 
Left side of 
hard 
palate 










Basu and Moss, 
1979" (7) 












Basu and Moss, 
1979" (8) 





Present case (9) 


deposition of immune reactants. 

Histologically, the oral lesions are 
similar to the cutaneous warty dysker- 
atomas. However, two differences are 
apparent. First, corps ronds and 
grains are not as well developed in 
oral lesions. Second, the keratotic 
plugs may dislodge, presumably from 
the mechanical trauma of mastication 
and hydration of the oral cavity. 
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Duration, Other Oral Relationship 
yr Disorders to Teeth 
10 None listed Maxillary left 


first molar 
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keratotic pap- 
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tral depression 


Finally, the conundrum of terminol- 
ogy should be addressed. Solitary oral 
foci of aeantholytie dyskeratosis have 


been reported previously as. warty ^ 


dyskeratomas. Grossly, these lesions 
are similar to cutaneous warty dysker- 
atomas, although differences exist 
because of properties:of the oral cavi- 
ty. The term "warty" is appropriate 
for some of the oral lesions, and the 
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‘ical process. For these reasons, we 
. believe that the term “warty dyskera- 


toma" is appropriate. However, the 
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atosis” are as applicable as warty dys- 
keratoma. 
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Occurrence of Fordyce glands, benign migratory 
glossitis, median rhomboid glossitis and fissured 
tongue in 2,478 dental patients. Oral Surg 6:1072- 
1071, 1953. 

18. Miles AEW: Sebaceous glands in the lip 
and cheek mucosa of man. Br Dent J 105:235-248, 
1958. 

19. Baden HP: Darier-White disease (keratosis 
follicularis) and miscellaneous hyperkeratotic 
disorders, in Fitzpatrick TB, Eisen AZ, Wolff K, 
et al (eds): Dermatology in General Medicine, ed 
2. New York, McGraw-Hill Book Co, 1979, pp 
266-270. 

20. Harrist TJ, Mihm MC: Cutaneous immuno- 
pathology: The diagnostic use of direct and indi- 
rect immunofluorescence techniques in dermato- 
logie disease. Hum Pathol 10:625-653, 1979. 

21. Bystryn JC: Immunofluoreseence. studies 
in transient acantholytie dermatosis. (Grover's 
disease). Am J Dermatopathol 1:325-328, 1979. 


Oral Warty Dyskeratoma--Harrist et al — 931 























































Ge to show you how it can 
til cut your administrative 

: reporting time 5096 
NV | or more! 






service 





















«60117 
























BRT ABLISHEY 
gorao stra sono hese five digit numbers are CPT codes. There’s one code for 
qup oe! sere every medical, surgical, and diagnostic service you perform. Now 
ani ured here's where CPT can really save you a lot of time—and money. 





When you prepare a medical report, you merely insert the CPT 
code that identifies the procedure—eliminating the need for 
lengthy descriptions of procedures. 


90160 
gore Er 
5 
HOSPITAL MEDICAL SERVICE 
PATENT NEM . 
wp ESTABLISHED Each procedure is listed and described separately, clearly, 
accurately and each one has its: own five-digit identifying 
code. After the first few. times you've used the code, you'll 


have it'memorized and be able to jot it down automatically. 
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euge OuENT HORI ce s 3 M 
among physicians, patients, and third parties. 
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$/ Medicine 


: This fourth edition of Physicians’ CURRENT PROC DURAL TERMINOLOG 
is the most comprehensive and current system ailable for naming, coding, and 
-reporting medical procedures and services. It neorporates over 2,000 new and 

revised procedures. 


New Updating Service is available at no extra cost. Toi insure your CPT Stays up 
to date as new terminology is added, you can receive new and revised proce- 
dures on a regular basis. Updates are on self-adhering pages to be affixed to the 
pages they replace. 





Order today! Buy two—one for yourself and one for your medical records clerk. 


ee ere ee ee ee i — 


Order Department, OP-41-AJDC977 
American Medical Association 

P.O. Box 821 

Monroe, Wisconsin 53566 








Please send me copy(ies) of PHYSICIANS' CURRENT PROCEDURAL TERMINOLOGY, 4th Edition. 
OP-41 ($12.00 per copy in U.S., U.S. Poss., Canada, and Mexico. $12.50 all other countries.) 


£ Send me information on CPT-4 magnetic computer fape versions. 

Please enclose payment (payable to AMA) with order. Allow 4-5 weeks for delivery. 

Please Print 

Name. x i 
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CINONIDE 


A CLINICAL SUCCESS 
IN THE WORLD OF 
STEROID RESPONSIVE 


DERMATOSES... 
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CYCLOCORT 


AMCINONIDE ^58 


Effectiveness in the 
dermatoses you treat 
most often 


More than 60 studies, conducted by 50 investigators 
in 18 countries, have demonstrated the outstanding 
therapeutic efficacy of CYCLOCORT in a full range 
of steroid responsive dermatoses. 


Rapid, predictable response 


This new synthetic glucocorticoid has brought about 
early, consistent improvement in eczema, psoriasis, 
contact dermatitis, seborrheic dermatitis and many 
other common dermatoses.! 











‘Given bid.in many patients 


Because of its potency, CYCLOCORT can be used 

successfully on a b.t.d. basis. Comparative studies wit 

Betamethasone valerate cream in patients with eczem. 
tous dermatoses have shown the following results: 





dermatoses following two weeks of b.1.d. therapy — 
4 controlled studies. 
































































CYCLOCORT 0.1% Betamethasone Valerate 0.1% 
lotal . Total . ! 
Patients | Cleared bls Good Patients Cleared |Excellent| Good 
Study A 2] 9 L 8 1 | 20 8 
| Study B 22 4 | 6 22 4 | 
| t T T | 
Study C 18 7 — NN 3 17 | 3 | 
+ —— 4. | 
Study D 16 8 eeg 0 [osea QUAM 
T e; | 
Total 77 28 | 31 10 19 154 
: 1 | 














Please see last page of advertisement for full prescribing informatic 








iigh potency. in a unique 
iydrophilic base 


: YCLOCORT has produced outstanding clinical results 
n patients with psoriasis. Good to excellent improve- 
nent in symptoms such as pruritus, erythema, scales, 
nduration, papules and plaques was observed in the 
najority of patients after only one week of treatment. 


digh vasoconstrictive activity 


n “blanching” response analyses on human skin, 
-YCLOCORT demonstrated significantly more activity 
han Betamethasone valerate, 0.1%, and Fluocinolone 
icetonide, 0.025%, and showed essentially the same 
rasoconstrictor activity as Halcinonide, 0.1%. 





Comparative Vasoconstrictive Data? 
(Histograms of blanching responses 





















00 r- $ 
—summed % total possible score) 
00 — 
00 — 
00 [^ 
00 M 
CYCLOCORT Halcinonide Betamethasone Fluocinolone 
Amcinonide Valerate Acetonide 


tote: Although many investigators believe vasoconstrictor activity studies offer an indication 
f potential clinical anti-inflammatory efficacy, no definite correlation has been proven. 


Vell accepted by patients 


YY CLOCORT, formulated in Lederle’s AQUATAIN " 
ydrophilic base, contains 74.3% water and humectants — 
9 soften and moisturize skin. CYCLOCORT is extremely 
rell accepted by patients, and questions concerning 
cceptability have brought highly favorable responses.? 








- Data on file, Medical Department, Lederle Laboratories. 2. Woodford, R ; Haigh, J. M.: Bioavailability and Activity of 0.1% 
imcinonide Preparations: Comparison with Proprietary Topical Corticosteroid Preparations of Differing Potencies. Cur. Ther 
tes. 26:3)301-310, Sept., 1979. 3. Rocha, G. L.; Quinete, S. S.; Dantas, F. E.; Faria, T.: Curr. Ther. Res. 19:538-549, 1976 
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AMCINONID 





CREAM / with AQUATAIN* 


O. 1% Hydrophilic Base 








- Potency efficacy and 
convenience in 
Steroid-responsive 
dermatoses 


One form 
Cream 





0.1% 


Two convenient sizes 


One strength 





15 gram and 
60 gram tubes 




















©1980 Lederle Laboratories 244-OR2 


CYCLOCORT * Amcinonide 
Cream 0.1% with AQUATAIN™ Hydrophilic Base 


Description: 0.1% topical cream with AQUATAIN™ hydrophilic bast 
Each gram of CYCLOCORT topical cream contains 1 mg (0.1%) of th 
active steroid, amcinonide in AQUATAIN, a specially formulated ba: 
composed of emulsifying wax NF, isopropyl palmitate, glycerin US; 
sorbitol solution USP, lactic acid, 2% benzyl alcohol and purified wate 
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Action: Topical steroids are primarily effective because of their ant 
inflammatory anti-pruritic, and vasoconstrictive actions. 


Indications: For relief of the inflammatory manifestations of cort 
costeroid-responsive dermatoses. 


Contraindications: Topical steroids are contraindicated in those pi 
tients with a history of hypersensitivity to any of the components t 
the preparation. 


Precautions: If irritation develops, the product should be discontinue 
and appropriate therapy instituted. 


In the presence of an infection the use of an appropriate antifungal c 
antibacterial agent should be instituted. If a favorable response doe 
not occur promptly, the corticosteroid should be discontinued until th 
infection has been adequately controlled. 


If extensive areas are treated or if an occlusive technique is used ther 
will be increased systemic absorption of the corticosteroid and suitabl 
precautions should be taken, particularly in children and infants. 


Although topical steroids have not been reported to have an advers 
effect on human pregnancy, the safety of their use in pregnant wome 
has not absolutely been established. In laboratory animals, increase 
in incidence of fetal abnormalities have been associated with exposur 
of gestating females to topical corticosteroids, in some cases at rathé 
low dosage levels. Therefore, drugs of this class should not be use 
extensively on pregnant patients, in large amounts, or for prolonge 
periods of time. 


The product is not for ophthalmic use. 


Adverse Reactions: The following local adverse reactions have bee 
reported with topical corticosteroids, especially under occlusive dres 
ings: burning, itching, irritation, dryness, folliculitis, hypertrichosi: 
acneiform eruptions, hypopigmentation, perioral dermatitis, allergi 
contact dermatitis, maceration of the skin, secondary infection, ski 
atrophy, striae and miliaria. 


Dosage and Administration: Apply a light film to affected areas 2 c 
3 times daily. The cream should be rubbed in gently and thoroughl 
until it disappears. 


How Supplied: 0.1% (Product No. 9183) Topical Cream Available i 
15 and 60 Gram tubes. REV. 9/1 


=> Lederle Laboratories 


A Division of American Cyanamid Company, Wayne, N.J. 07470 


RX: Foral your acne patients 


Destquam-X Wash w Benzoyl Peroxide) 


% Reduction in Surface P acnes with Desquam-X Wash 


y 
i 


T 


10) 11) 125-13 14: * 16 
DAY OF TREATMENT 
*Data on file at Westwood Pharmaceuticals. 


Therapy to start with and stay with. 


@ Provides baseline benzoyl peroxide therapy. 
Judge its effectiveness before adding other 
medications... you may not need to. 


6 Convenience and lack of harshness enhance 
patient compliance. 


@ Economical and convenient for large body 
areas. 


@ Cleanses and medicates. 


LUIESTLUOOD® 


PHARMACEUTICALS INC. 
Buffalo, New York 14213 


©1980 W.P. Inc. In Canada, Belleville, Ontario K8N5E9 


Desquam-X" Wash contains 4% benzoyl 
peroxide, sodium octoxynol-3 sulfonate, 
water, dioctyl sodium sulfosuccinate, sodium 
lauryl sulfoacetate, magnesium aluminum 
silicate, methylcellulose, EDTA. 
CONTRAINDICATIONS: Not to be used in 
patients known to be sensitive to benzoyl 
peroxide or other ingredients. 
PRECAUTIONS: Avoid contact with eyes 
and mucous membranes. To prevent bleach- 
ing, avoid contact with hair. Keep this and 
all drugs out of the reach of children. For 
external use only. 

NOTE: May bleach colored fabrics. 


HOW SUPPLIED: Plastic bottles 5 oz. 
(141.8 g.) 

CAUTION: Federal law prohibits dispensing 
without a prescription. 

For full prescribing information, see pack- 
age insert. 
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And against 


the calendar, too. 


In follow-up studies of hundreds of 

patients for up to 4 weeks after completion 

- of therapy, an average of 9296 remained 
clinically and mycologically clear. 





Dateline: Puerto Rico 
|... Even under the rigorous and 
^ adverse conditions of a hot, humid 
__ climate, MICATIN (miconazole 
. nitrate) 2% cleared tinea pedis in 90% 
_ of 100 patients in a double-blind, 
. placebo-controlled study.' 
: Pruritus was relieved rapidly — 
- for many of the patients, within the 
first 24 hours of therapy. 
— — Four weeks after the end of 
therapy, the patients who were 
Cleared were reevaluated for clinical 
or mycological signs of recurrence. 
906 were still infection free. No 
verse effects of the drug were 
. noted. 


. Dateline: Thailand 
— -. The efficacy of MICATIN 
was further demonstrated in a 
randomized, double-blind 
study ^of 140 patients with 
tinea corporis or tínea cruris. 
Again, MICATIN was 
remarkably successful: 8196 
. of the patients responded 
*- to therapy. No adverse 
effects were reported. 






















(miconazole 
nitrate] }% 


Dateline: U.S.A. 

In-well-controlled, double-blind 
studies’ of over 200 patients with 
tinea pedis, * tinea corporis, * tinea 
cruris, * candidiasis and tinea 
versicolor, MICATIN (miconazole 
nitrate) 2% provided mycological 
clearance (KOH and culture) in 83% 
and clinical clearance or improve- 
ment in over 9096 of patients. 

When the patients who were 
successfully treated and available for 


follow-up were evaluated two to four 


weeks later, 9296 remained clinically 
and mycologically clear. 

This record of MICATIN — 
Puerto Rico, Thailand and in the 
U.S. — is proof of its usefulness in a 
wide variety of fungal infections. But 
there are more reasons than efficacy 
to prescribe it in your practice. 


within 72 hours. Side effects are 
few and isolated. And MICATIN is 
economical — its prescription 
price is usually lower than that 
of other Rx antifungals. 


Cream/ 
Lotion 


THABEMARK 


So effective the first time around, 
its seldom needed a second. 





Symptornatic relief is rapid — usually . 


Before prescribing, please con- 
sult complete product Informa- 
tion, a summary of which i 
follows: 

- Indications: For topical applicatio 
in the treatment of tinea pedis [ath 
tete's foot), tinea cruris, and. tinea 

“corporis caused by Trichiophyton 
rubrum, Trichophyton men- 
tagrophytes, and Epidermophyton 

` floccasum, in the treatment of cuta 
“neous candidiasis [moniliasis]; à 
in the treatment of tinea versicolor, ; 
“Contralndicatlons: MICATIN 
Cream and Lotion 2% have no 
known contraindications. 
:d 





r'chernicat irritation 
E qse of the medication. 


extemal use only. Avoid intr 
duction of MICATIN Cream and 
Lotion 2% into the eyes. 
Adverse Reactions: There have” 
been isolated reports of irritation, 
. burning, and maceration associate 
with application of MICATIN. 
How: Supplied: MICATIN Cream 
2% containing miconazole nitrate at 
2%. strerigth is supplied in 1 oz., 15 
g, and 3.02. tubes. MICATIN Lotion 
296 containing miconazole nitrate at 
2% strength is supplied in poly- 
ethylene squeeze bottles in quar 
titles of 12 and 30 ml: : 


References: 1. Ortiz LG; Papa CM: 
Clin. Therap, 1 INO. 6]:444.1978.- 
2.5 Sivayathorn A, Piarnphongsant T: 
Mykoseri 22:21, Nov.. 1978. 3. Data 
on file, Dermatological Division, 
Ortho Pharmaceutical Corporation. 
T..corporis, t. cruris, and candidiasis 
should be treated bid. for 2 weeks, 
t. versicolor once daily for 2 weeks, 
and. pedis Did. for one-month. 
| When infecting organisms | : 
are Tdchophyton rubrum. 
Trichophyton. mentagrophytes and 
Epidermophyton floccosum. 













DERMATOLOGICAL DIVISION ORTHO 
ORTHO PHARMACEUTICAL... 
CORPORATION 

Raritan, New Jersey 08869 
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_ The great 
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Their great accomplishment: 
a healthy scalp and glorious hair. 


A clean, healthy scalp: 
whether it’s mild dandruff or severe. 
Comprehensive therapy. ..with time-tested, proven 


of Vanseb” that helps clear simple flaking, to the Rx 
potency of Exsel* (selenium sulfide) that relieves the 


With Vanseb-T” tar therapy and Danex” in between. 
. The visible touch: soft, lustrous hair. 
Patients will use these shampoos because they ll 


=. 


hydrolyzed animal protein and silicone, along with 
high-lathering surfactants, leave hair sparkling clean 


eS eo ee ee hee ee 


E and full of body. And this family of great performers all 
havea fresh, pleasant scent. ~ ! 


SUR gs Ap Ub re ttj 





. performers. 





anti-dandruff agents. From the gentle, everyday action © 


symptoms of moderately severe seborrheic dermatitis. 


feel the results — lustrous, manageable hair. Penetrating 





VANSEB* Dandruff Shampoo with protein: gentle 
cleansing action eliminates excess oil and flakes. 
Conditioning cream or lotion formula for daily use. 
VANSEB-T* Tar Shampoo with protein: combines the 
efficacy of tar with high lathering, conditioning action. 
Available in cream or rich lotion form. 

DANEX® (zinc 
pyrithione) 

1%: a highly 
electives.) — 
non-Rx 

dandruff — Mi 
shampoo . $ 
with a BE oss 
pleasing — swe 
beauty base. AE 
EXSEL" Lotion: selenium s 
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dandruff, anti-scaling therapy a 






surfactants and silicone promot 
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Exsel’ Lotion 
(selenium sulfide) 2.5% 


CONTAINS: selenium sulfide ........... 2.596 
with: edetate disodium; bentonite; sodium linear 
alkylate sulfonate; alphaolefin sulfonate; glyceryl 
monoricinoleate; silicone; titanium dioxide; 
citticacid monohydrate; sodium phosphate mono- 
basic, monohydrate; perfume and purified water. 
ACTIONS: The mechanism ofaction of'selenium 
sulfide in seborrheic dermatitis is unknown. 
INDICATIONS: Selenium sulfide is indicated in 
the treatment of seborrheic dermatitis ofthe scalp, 
including dandruff. CONTRAINDICATIONS: The 
product should not be used by patients Ad a 
to any of its components. WARNINGS: Safety for 
use in infants has not been established. PRECAU- 
TIONS: 1. Chemical conjunctivitis may result if 
this preparation enters the eyes. 2. The product 
should be used with caution when acute inflam- 
mation or exudation is present as an increase in 
absorption may occur. ADVERSE REACTIONS: 
1. Hair loss has been reported with the use of 
the product. 2. Discoloration of the hair may 
follow the use of selenium sulfide. This can be 
minimized by careful rinsing of the hair after 
treatment. 3. Oiliness of the hair and scalp may 
increase following the use of this product. 


1. Leyden JJ, Kligman AM. Dandruff — cause and 
treatment. Cosmetics & Toiletries 1979; 94:23-28. 


Herbert Laboratories 
Dermatology Division of 
Allergan Pharmaceuticals, Inc. 
Irvine, CA 92713 








"es? A safe, 
economical method 
of permanent 
hair removal— 
from face, legs, body 


To save valuable office time, 
you can confidently recommend 
Perma Tweez to your patients 
for their home use. 


€ Battery-operated instrument self- 
sterilizes when current flows. 


Patented self-correcting needle. 


€ No-puncture safety feature helps 
prevent infection. 


€ Proved clinically safe 
(report on request). 


m---—- FOR PHYSICIAN ORDERING =m um m sm -1 


GENERAL MEDICAL CO., Dept D-124 
1935 Armacost Ave. 
West Los Angeles, CA 90025 
30 DAY FREE TRIAL EXAMINATION. 
(May be returned with no obligation.) 

O PERMA TWEEZ $19.95 

L] ATTACHMENT $3.00 

(for treating others) 
O INVOICE AFTER 30 DAYS 
L] CHECK ENCLOSED 


DR 





STREET 


C/s 


N 
RJ 





r 
H 
I 
i 
I 
I 
I 
I 
I 
1 
I 
I 
I 
I 
I 
i 
i 
i 
I 
I 
I 
L 














EUST We. 


J 


| Resident's Page 





el 












JOSEPH F. WALTER, MD, COORDINATOR ` 
University of California, School of Medicine, San Diego 


PATHOLOGY QUIZ CASE 1 
Francis C. Lazorik, MD, 





Hospital of the University of Pennsylvania, Philadelphia 


A 27-year-old Vietnamese man had 
had a lesion on the upper portion of his 
left arm for two years. It was not 
noted in his immigration physical 
examination, at age 25 years. This 
lesion was diagnosed elsewhere as 
tinea corporis. One month of topical 
application of miconazole nitrate 
cream and three weeks of oral griseo- 


fulvin therapy did not change the 
lesion. 

Physical examination showed a soli- 
tary, sharply marginated, annular 
plaque with a hypopigmented center 
and a raised erythematous border 
(Fig 1). There was decreased sensa- 
tion to light touch and diminished 
temperature discrimination at the 


PATHOLOGY QUIZ CASE 2 
Lee A. Kaplan, MD, 


center of the lesion. There was no 
nerve enlargement. A potassium hy- 
droxide examination was negative for 


fungi. A skin biopsy was performed; 


two representative sections are seen 
in Fig 2 and 3. 
What is your diagnosis? 


University of California, School of Medicine, San Diego 


A 27-year-old man was seen for 
asymptomatic skin lesions on the 
right lower part of the back that had 
been present for eight months, with- 
out change. There was no history of 


Residents and fellows in dermatology are invited to submi 
established pattern and be submitted double- 


trauma, drug use, or recent illness. He 
had had an acute self-limited respira- 
tory illness five years earlier. Physical 
examination disclosed verrucous pa- 
pules that coalesced into plaques with 


a zosteriform distribution (Fig 1). A 
chest reontgenogram was normal. 
Sections from a skin biopsy specimen 
are seen in Fig 2 and 3. 

What is your diagnosis? 


t quiz cases to this section. Cases should. follow the 
spaced and in triplicate. Photomicrographs and illustrations must be 


clear and submitted as positive color transparencies (35 mm). Do not submit color prints unless accompanied by 


original transparencies. If photomicrogra 
acceptable. Material should be accompanied 
Jor Authors. Material for the RESIDENT 
Dermatology, University of California Medical Center, San Diego, CA 92103. Re 


Funds for the color reproductions are provided in part by Neutrogena Derma 


942 Arch Dermatol—Vol 116, Aug 1980 


'S PAGE should be submitted to Josep 


phs are not available, the actual slide from the specimen will be 
by the required copyright transfer statement, as noted in Instructions 
h F. Walter, MD, Division of 
prints are not available. 
fologies, Los Angeles. 
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PATHOLOGY QUIZ CASE 1 





— Figure 1. 


Figure 3. 





Figure 2. 


PATHOLOGY QUIZ CASE 2 
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Figure 1. Figure 3. 
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= Pathologic Diagnosis: Tuberculoid 
. . leprosy (Hansen's disease). 
E Histologic examination demon- 
. strated epithelioid-cell granulomas 
-around nerves and vessels. These cord- 
— shaped tubercles were surrounded by 
. mononuclear cells (Fig 2), and there 
= was invasion and destruction of 
nerves (Fig 3). The Fite-Faraco stain 
. was negative for acid-fast bacilli. 
_ These changes are seen in tuberculoid 
P. C leprosy. 
A single anesthetic plaque with 
~- well-defined borders and a hypopig- 
E. .. mented center is suggestive of lepro- 





E 


Sy. There was no other organ involve- 
ment in this case. The patient had 
i normal findings on ophthalmologic 
= and neurologic examination. The le- 
= promin reaction was negative at 48 
— hours (Fernandez reaction) and posi- 
. tive at six weeks (Mitsuda reaction), 
. indicating partial resistance in this 
tubereuloid leprosy patient, when 
compared with the lack of resistance 
=  jinlepromatous leprosy patients. 
Er As of 1975, there were almost 4 
= million recorded cases of leprosy of 
.. various types, but at least 20 million 
= cases are estimated to be extant 
worldwide. This case illustrates the 
problems of diagnosing a relatively 
= common disease when it is not 
= A endemic to one’s area. 
There are six types of leprosy.? An 
. early, indeterminate stage is seen in 
childhood or adolescence. This even- 
tually develops into one of the other 
. . five classes, depending on the immune 
= response of the patient. These classes 
represent variations of the two princi- 
—.— palor "polar" types of leprosy, tuber- 
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Clinical and Pathologic Diagnosis 
PATHOLOGY QUIZ CASE 1 


culoid and lepromatous. 

There is a notable delayed hyper- 
sensitivity response in tuberculoid 
leprosy. There may be few, if any, 
skin lesions. Biopsy specimens show 
many epithelioid cells around and 
within nerves and blood vessels. Orga- 
nisms are not usually found, and giant 
cells may be seen surrounding neuro- 
vascular structures. The late lepromin 
reaction is positive.’ 

In lepromatous leprosy, there is 
minimal inflammatory response, and 
the lepromin reaction is negative. 
These patients may have multiple 
symmetric lesions or diffuse skin 
thickening; nerves may be palpable. 
Skin biopsy specimens demonstrate 
macrophages, with abundant foamy 
cytoplasm (lepra or Virchow’s cells) 
infiltrating the dermis. There is a 
subepidermal grenz zone. Many orga- 
nisms are seen in the soft tissue, 
cutaneous appendages, blood vessel 
walls, and within macrophages with 
Fite’s stain. 

Dimorphous or borderline leprosy 
represents a sensitivity state interme- 
diate to the two extremes just dis- 
cussed. There is a granulomatous reac- 
tion, as in the tuberculoid type, but 
neurovascular elements may not have 
many epithelioid cells. Macrophages 
with engulfed mycobacteria are occa- 
sionally noted. There may be foam 
cells and a grenz zone, as in the lepro- 
matous type of Hansen’s disease. The 
lepromin reaction is variable. Clinical- 
ly, multiple aysmmetric erythematous 
plaques are seen. This form can be 
subdivided into borderline tuberculoid 
or borderline lepromatous, depending 





on which features predominate clini- 
cally and on biopsy.‘ ; 

In addition to the early indetermi- 
nate and other types of leprosy, there 
are temporary  reactional states. 
These are seen when the immune 
responses are changing, ie, becoming 
more responsive when going from 
dimorphous to borderline-tuberculoid 
leprosy (reversal reactions), or less 
reactive when going from dimorphous 
to borderline lepromatous (downgrad- 
ing reactions). These states are more 
common in patients with borderline 
disease. 

Dapsone is still the treatment of 
choice for leprosy. The dosage sched- 
ule used is determined by the number 
of organisms present, host immune 
response, and the degree of nerve 
involvement.’ 

Erythema nodosum leprosum, a hy- 
persensitivity vasculitis, is seen in 
treated lepromatous leprosy. Lucio’s 
phenomenon (erythema necroticans) 
can occur in untreated diffuse lepro- 
matous leprosy. A leukocytoclastic 
vasculitis is seen in these conditions. 
Both represent immune complex dis- 
ease with an Arthus-type reaction, 
and are treated with thalidomide, 
indomethacin, or prednisone. 


Frank McBrearty, MD, prepared and photo- 
graphed the histologic sections. D. Antonio 
Lopez, MD, reviewed the manuscript. 


Nonproprietary Names and 
Trademarks of Drugs 


Miconazole nitrate—Micatin, Monistat. 
Thalidomide—Kevadon. 
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Joihologic. Diagnosis: Coceidioido- 

myeosis. . 

"The biopsy specimen showed pseu- 
doepitheliomatous hyperplasia of the 
epidermis, with an inflammatory cell 

infiltrate- including numerous plasma 
cells, in. the middle to upper corium 
(Fig 2). There were prominent multi- 
nucleated giant cells, some of which 
^eontained spherules with endospores 

(Fig. 3). 

<- Coceidioidomycosis is surprisingly 

on, with over 80,000 new cases 

g annually. The causative 

is. Coccidioides immitis; a 

hie fungus endemic to the low- 

r Sonoran life zone, including the 

semiarid regions of the southwestern 

Inited States, Mexico, and South 

America. Inhalation of arthrospores 

from endemic soils is the principal 

route of infection. 
Asymptomatie infections predomi- 
nate, with clinical illness occurring in 
only 40% of the patients. The most 
"frequent clinical manifestation is an 
acute self-limited respiratory illness 
with fever, malaise, cough, and pleuri- 

; sy. In approximately 1% of cases, dis- 

semination occurs to other organs, 
including the brain, liver, kidneys, 
ones, lymph nodes, and skin. Blacks 
and Filipinos appear particularly sus- 
= ceptible te dissemination. Another 
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UE Leprosj-worldwide 1975. Morbidity Mor- ` 


Thomas Publisher, 1973. 

3.. Ramasoota T, Johnson W, Graham J: Sareoi- 
‘dosis and tuberculoid leprosy, in Graham J, Jolin- 
son W, Helwig E (eds): Dermal Pathology, Hager- 
stown, Md, Harper & Row Publishers Inc,.1972, 
pp 403-415. 


PATHOLOGY QUIZ CASE 2 


distinctly uncommon form of coccid- 
ioidomycosis occurs as a primary cuta- 
neous lesion, associated with a history 
ef inoculation, in the absence of 
pulmonary disease. 

The most frequent cutaneous find- 
ings in pulmonary coccidioidomycosis 
are erythema nodosum, erythema 
multiforme, and nonspecific toxic ery- 
thema. In disseminated disease, ver- 
rucous plaques and subcutaneous ab- 


: scesses are commonly present. Promi- 


nent. joint complaints may be noted. 
The chest roentgenogram often shows 
patchy infiltrates with hilar adenopa- 
thy. Pulmonary cavitation may com- 
plicate 5% of cases. However, the chest 
film can be normal. Skin test reactivi- 
ty to coccidioidin occurs one to three 
weeks after infection, and was posi- 
tive in this patient. This reactivity is 


permanent, except in disseminated 


disease, when it may decrease or even 
be absent. Serum coccidioidal precipi- 
tin titers are usually demonstrable by 
the sixth week of the illness, and may 
disappear by the 16th week. In con- 
trast, the complement fixation titers 
may persist for as long as the disease 
is: active, and are directly related to 
disease severity. This patient had a 
positive precipitin titer at 1:32 dilu- 
tion, and a positive complement fixa- 
tion titer at 1:128 dilution. Culture of a 





A Lever WR, Schaumburg-Lever. Gi Hi. iélopa 
thology of the Skin, ed 5. Philadelphia; JB Lippi 


= gott Co, 1975, pp 284-288. 


5 Moschella SL, Pillsbury DM; Hurley H. 
Dermatology. Philadelphia, WB Saunders 
1975; pp 805-825. 


skin biopsy specimen yielded arapi 
growing, gray-white, .floccose. me 


"that was characteristic of | coccidioido- 


mycosis. 
Therapy varies with the subtyp í 
the disease, which may be pulmonary 
disseminated, or cutaneous. Prim: 

pulmonary disease requires only su 
portive care, while. the: prognosis. 

disseminated disease is poor. ; 
treated. in end B remains t 


: ng evar nausea, vomiti 
phlebitis, and, most importa, 
nephrotoxicity. Primary cutaneo 
coccidioidomycosis resolves withou 
therapy. 


Nonproprietary Name and 
Trademark of Drug 
Amphotericin B~Fungizone. 
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Gentle, low-pH cleansing. 


Mild, non-complicating cleansing is often the indicated 
first step in the treatment of many dermatologic 
conditions. 


And evidence shows that low pH cleansers reduce 
potential for skin irritation.' 


New pHresh 3.5" solution is the lowest pH skin 
cleanser available. Laboratory tests show it to have 
a very low irritation index.? It is non-irritating and 
non-drying, particularly important for patients with 
sensitive skin. 


Further, pHresh 3.5 cleanser does not interfere with 
the action of benzoyl peroxide or other topical 
acne preparations, nor with topical steroid therapy. 


Because of its uniquely gentle nature, pHresh 3.5 
cleanser has many uses in your practice — both 

for specific skin conditions and for general skin care. 
1. Frosch PJ and Kligman AM: The soap chamber test. A new method for 


assessing the irritancy of soaps. J Am Acad Derm 1:35-41, July 1979. 
2. Data on file, Medical Department, Riker Laboratories, Inc 


entle. Versatile. 





Riker Laboratories, Inc. 
Northridge, California 91324 





NOW! A MEDIUM-POTENCY 
EO TOPICAL STEROID 


WITH AN IMPRESSIVE 
SAFETY PROFILE 
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© CLODER ST 


(clocortolone pivalate) 


VISION 


IMPRESSIVE SAFETY PROFILE 


During clinical trials 
Cloderm was safety-evaluated' 
for up to seven months, in five 
study groups involving a total 

of 506 patients with a varietv of 
dermatoses. The medication was 
applied to the affected skin in 
accordance with label directions 
and side effects were monitored. 
Result: no reports of secondary 
infection, skin atrophy, striae, 
hypertrichosis, acneform 
eruption or hypopigmentation. 


Cloderm was safety-evaluated? 
for up to 40 days in studies of 
147 faces, including those of 
children, being treated for atopic 
and seborrheic dermatitis. The 
medication was applied to the 
affected skin in accordance with 
label directions and side effects 
were monitored. 

Result: no reports of skin atrophy, 
striae or hypopigmentation. 


In tests for adrenal 

suppression 

In this safety test,' 60 grams of 

Cloderm were applied, under 

occlusion, to 80% of the body of 

each of 10 normal subjects for 

21 days. Serial 17-ketosteroid and 

cortisol plasma determinations 

were performed during and after 

application. e " 

Result: no adrenal suppression These studies suggest, in the 

was noted in any of the subjects. opinion of one investigator, 
that *...Cloderm may be applied 
for long periods of time without 
the development of delayed or 
cumulative local or systemic 





-€- 


[i 


% RESPONSE TO TREATMENT 


AND AN EMPHASIS 
ON RAPID RESPONSE 


nu dw noted a remarkably rapid response 
to Cloderm against various dermatoses. For the vast 


majority of patients, a good to excellent response 
was noted within two weeks; in fact, many patients 
responded in 4 to 7 days. 


Vanishing cream base is well accepted. 


RAPID RESPONSE IN CONTACT DERMATITIS! 

Twenty of these 
EFFICACY: CONTACT DERMATITIS (44 patients) patients were 

: = 7 treated with 

placebo. Good to 
excellent results 
were observed in 
35% after one 
week, in 47% after 
two weeks and in 
50% after three 
weeks. 











DAY OF 
OBSERVATION 


RAPID RESPONSE IN ATOPIC DERMATITIS ' 
One hundred of 


EFFICACY: ATOPIC DERMATITIS (209 patients) these patients 

7 were treated with 
] placebo. Good to 
excellent results 
were observed in 
27% after four 
days, in 41% after 
one week and in 
5196 after two 
weeks. 


E 
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% RESPONSE TO TREATMENT 
(Good to Excellent) 
2 


RAPID RESPONSE IN SEBORRHEIC DERMATITIS ' 
(AR RR EES RES A TL a a SE e E 


Twenty-one of 
EFFICACY: SEBORRHEIC DERMATITIS (44 patients) 


these patients 
were treated with 
placebo. Good to 
excellent results 
were observed in 
65% after four 
days, in 75% after 
one week and in 
71% after two 
weeks. 


E 





(Good to Excellent) 
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‘Data on file, Dermatological Division, Ortho Pharmaceutical Corporation. Absence of adverse effects 
reported in these studies does not rule out the possibility of adverse effects in general or adverse effects 
resulting from larger amounts of medication applied for longer periods of time. For local and/or 
systemic adverse reactions that may be encountered with all topical corticosteroids, especially under 
occlusive dressings, please see prescribing information. 


?Data on file, Dermatological Division, Ortho Pharmaceutical Corporation. 47 patients were treated 
with Cloderm only, 54 patients were given placebo only, and 46 patients were given both. Dryness and 
irritation were the principal medication-related side effects observed in these studies, One case of 
folliculitis, not necessarily attributable to medication, occurred in a patient treated for seborrheic 
dermatitis. 

Side effects attributed to placebo were dryness, irritation and contact dermatitis. 





CLODERM* 
(clocortolone pivalate) Cream 0.1% ; 
Indications: CLODERM (clocortolone pivalate) 
Cream 0.1% is intended for relief of the inflam- 
matory manifestations of corticosteroid respon- 
sive dermatoses. 
Contraindications: Topical steroids are con- 
traindicated in those patients with a history of 
hypersensitivity to any of the components of the 
preparation. 
Precautions: If irritation develops, the product 
should be discontinued and appropriate therapy 
instituted. 
In the presence of an infection, the use of an 
appropriate antifungal or antibacterial agent 
should be instituted. If a favorable response 
does not occur promptly, the corticosteroid 
should be discontinued until the infection has 
been adequately controlled. 
If extensive areas are treated or if the occlusive 
technique is used, there will be increased sys- 
temic absorption of the corticosteroid and suit- 
able precautions should be taken, particularly 
in children and infants. 
Although topical steroids have not been reported 
to have an adverse effect on human pregnancy, 
the safety of their use in t women has 
not absolutely been established. In laboratory 
animals, increases in incidence of fetal abnor- 
malities have been associated with exposure 
of gestating females to topical corticosteroids, 
some cases at rather low dosage levels. 
Therefore, drugs of this class should not be 
used extensively on pregnant patients, in large 
amounts, or for prolonged periods of time. 
The product is not for ophthalmic use. 
Adverse Reactions: The following local adverse 
reactions have been reported with topical corti- 
costeroids, especially under occlusive dressings: 
burning, itching, irritation, dryness, folliculitis, 
hypertrichosis, acneform eruptions, hypopig- 
mentation, perioral dermatitis, allergic contact 
dermatitis, maceration of the skin, secondary 
infection, skin atrophy, striae and miliaria. 4 
e and Administration: Apply CLODERM 
(clocortolone pivalate) Cream 0.1% sparingly to 
the affected areas three times a day and rub in 
gently. 
In resistant cases CLODERM Cream may be 
applied more frequently — or using the occlusive 
dressing technique. 
Occlusive Dressing Technique: 1f occlusive dress- 
ings are used to treat resistant lesions, a small 
amount of CLODERM Cream should be rubbed 
into the lesion. The preparation should be 
reapplied leaving a thin coating on the lesion, 
and it should be covered with a pliable non- 
porous film. Overnight occlusion treatment has 
been generally satisfactory, but the frequency 
and duration of occlusion should be individually 
determined. Reapplication of CLODERM Cream 
should be carried out when the dressing is 
removed, and again prior to the next occlusion 
period. 
How Supplied: CLODERM (clocortolone piva- 
late) Cream 0.1% is supplied in tubes containing 
15 grams and 45 grams. 
Manufactured for Ortho Pharmaceutical 
Corporation 
by Knoll Pharmaceutical Company 
Whippany, New Jersey 07981 


For the DERMATOLOGIST from the 
DERMATOLOGICAL DIVISION ORTHO 


ORTHO PHARMACEUTICAL dE 


CORPORATION 
Raritan, New Jersey 08869 


a (efwwen«fofumen Company 
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SEBULEX 
MEDICATED 
SHAMPOO... 


reliable, effective, easy-to- 
use dandruff shampoo. 


WESTWOOD 


PHARMACGELITIC AUS INC 
Buffalo, New York 14213 


SEBULEX 
CONDITIONING 
SHAMPOO... 


the same therapeutic 
reliability with protein 
conditioners added for dry 
or damaged hair. 





Short Reports 





Suort Reports usually concern a single case report. Text must be typewrit- 
ten, double-spaced, with not more than six references, and should not 
exceed 600 words: If tables or figures are elements 
please limit text length to 400 words with a total of ei 
tables, or a combination of both. Tables must not exceed 12 lines in depth, 
including the title, For manuscripts containing either one figure and one: 
table, or two figures-or two tables, maximum text. length is 500. words. 
Manuscripts with text only may contain up to 600. words. The usual 


procedure, see “Instructions for Authors.” 


synopsis-abstract should be omitted. For other details, including copyright > 


- Eruptive Xanthomas Associated With Isotretinoin 


-. (13-Cis-Retinoic Acid) 


Charles H. Dicken, MD, Suzanne M: Connolly, MD 


sotretinoin (13-cis-retinoic acid) has 
been shown to be of benefit in 


treating disorders of keratinization, - 


such as Darier’s disease and ichthyo- 
sis'" and severe cystic acne? In- 
;;ereased blood triglyceride levels have 
been reported in rats being given iso- 
.. tretinoin*® and have now been noted 
. in patients taking isotretinoin as part 

of a multicenter study for disorders of 
keratinization — (Hoffmann-LaRoche 
Ine, Nutley, NJ, written communica- 
tion, July 27, 1979). 

We report here a case of eruptive 
xanthomas and increased blood trigly- 
ceride levels that developed in a 
patient taking isotretinoin. 


Report of a Case 


À 28-year-old man had had Darier's dis- 
ease since he was 12 years old. Examina- 
tion at the Mayo Clinie, Rochester, Minn, 


i showed confluent keratotic papules, with 


,;8Xtensive crusting on the sealp, forehead, 
and ears. The keratotic papules were-also 
extensive but more discrete on the face, 
. upper part of the trunk, and upper extrem- 


. ities. There were only scattered papules on. 


. the lower extremities. . 
After informed consent was obtained, 
the patient began receiving isotretinoin on 
Nov 3, 1978, as part of a multicenter study 
of this drug for disorders of keratiniza- 
tion. 
The initial drug dosage was 0:5 mg/ 
kg/day (20 mg twice a day). This dosage 





From the Department of Dermatology, Mayo 
Clinie and Mayo Foundation, Rochester, Minn. 
. Reprints not available. 
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was increased until it was 3.0 mg/kg/day 
(140 mg twice a day) at six weeks, at which 
time a maintenance dosage of 2.5 mg/ 
kg/day (120 mg twice a day) was instituted 
and was continued for ten weeks. At the 
end of the 16 weeks of treatment, the skin 
had shown definite improvement. Most of 
the keratotie lesions on the trunk and 


‘upper extremities had cleared. The exten- 


sive involvement of the scalp and ears 
persisted but with less crusting, scaling, 
and inflammation. 

Use of the drug was discontinued for 
eight weeks, and then treatment was rein- 
stituted at 120 mg twice a day (2.5 mg/ 
kg/day); this dosage was administered for 
16 weeks, at which time the patient was 
noted to have numerous smooth yellow 
papules on the thighs, knees, and arms (Fig 
1) Administration of the isotretinoin was 
discontinued at this time. We suspected 
that. these lesions were eruptive xantho- 
mas, and this suspicion was confirmed with 
a biopsy specimen that showed a collection 
of histioeytes throughout the dermis on 
hematoxylin-eosin stain. Lipids were dem- 
onstrated in the histiocytes with an oil red 
O stain (Fig 2). The patient's serum trigly- 


.ceride level was 4,768 mg/dL (normal, 169 


mg/dL). The value for serum cholesterol 
was 540 mg/dL (normal, 248 mg/dL), and 
the high-density a-lipoprotein level was 
less than normal, with a cholesterol frac- 
tion of 18 mg/dL (normal, 30 to 69.5 mg/ 
dL) 

When the patient was seen 11 weeks 
after isotretinoin therapy had been discon- 
tinued, the xanthomas were gone. The 
serum triglyceride level remained elevated 
at 692 mg/dL, and the serum cholesterol 
level was also elevated at 318 mg/dL; the 
high-density a-lipoprotein level was less 
than normal, with a cholesterol fraction of 
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of the manuseript, 
ther three figures or 


"response has been noted in patients 










25 mg/dL. These findings suggest the 
presence of preexisting hypertriglyceri- 
demia in this patient, although there was 
no personal or family history of hypert 
glyceridemia before treatment. The p 
tient has two sisters with Darier's diseas 
in whom ‘hypertriglyceridemia. developed 
during treatment. with isotretinoin. ' 
Because most of our patients who had 
elevated triglyceride levels during treat- 
ment with this drug have had their trigly- 
ceride levels return to normal when use of 
the drug was discontinued, it is further. 
suggested that hypertriglyceridemia may 
have been present in our patient before 
treatment. Unfortunately, .no pretreat- 
ment lipid levels. were measured in this 
patient or in other patients given this drug 
as part of the multicenter study. 


Comment 


Vitamin A has been. used in the 
treatment of a variety of cutaneous 
diseases, but it has a low therapeutic 
index. The retinoids have a higher 
therapeutic index, and a favorable 
























with a wide range of disorders of 
keratinization, especially in those 
with Darier's disease." Our patient. 
was taking one of the retinoids, isotre- 
tinoin, for Darier's disease as part of a 
multicenter study of the use of this 
drug for disorders of keratinization, 
such as ichthyosis, pityriasis rubra 
pilaris, and Darier's disease. 
Hypertriglyceridemia has devel- 
oped in eight of our 12 patients, 
including one child who had been tak- _ 
ing this drug, but eruptive xanthomas 
have developed in only this patient. 





Fig 1.—Yellowish, papular xanthomas on thigh of patient receiv- 
ing isotretinoin. 


This was probably caused by his more 
severely elevated level of serum tri- 
glycerides (4,768 mg/dL). Inasmuch as 
hypertriglyceridemia has developed 
not only in patients who have Darier’s 
disease but also in patients with ich- 
thyosis and pityriasis rubra pilaris, it 
does not seem to be disease specific. 
The increase of serum triglyceride 
levels in rats being given isotretinoin 
is dose related, and this would likewise 





Fig 2.—Demonstration of lipids in histiocytes (oil red O stain, 


original magnification x 100). 


seem to be true in patients taking 
isotretinoin. 

The mechanism of the hypertrigly- 
ceridemia is not yet known. 
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Acquired Ichthyosis With 
Systemic Lupus Erythematosus 


Madeleine Duvic, MD, Brian V. Jegasothy, MD 


Tre occurrence of acquired ichthyo- 

sis in adults with systemic disease 
has previously been reported in Hodg- 
kin’s disease,'? other lymphoreticular 
malignant neoplasms,’ multiple my- 
eloma,* Kaposi's sarcoma,‘ carcinoma 
of the lung, breast, and cervix,’ lepro- 
sy, and sarcoidosis.’ It has also been 
reported in patients receiving tripara- 
nol therapy.* To the best of our knowl- 
edge, however, the association of 
acquired ichthyosis with systemic 
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lupus erythematosus (SLE) has not 
been described previously. Acquired 
iehthyosis developed in our patient as 
the only cutaneous manifestation of 
lupus, and the dermatosis followed a 
clinical course similar to that of the 
patient's underlying disease. 


Report of a Case 


A 26-year-old woman was admitted to 
the Durham (NC) Veterans Administra- 
tion Hospital in July 1979 for reevaluation 
of renal disease caused by SLE. In June 
1978, the patient had symptoms of malaise, 
recurrent fever, polyarthralgias, Ray- 
naud's phenomenon, and pleurisy with car- 
diomegaly of three weeks' duration. She 
had skin changes that had developed at the 


pityriasis rubra pilaris, cystic aene, and basal cell 


carcinoma with oral 13-cis-retinoic acid. Derma- — 


tologica 157(suppl 1):11-12, 1978. 

3. Peck GL, Olsen TG, Yoder FW, et al: Pro- 
longed remissions of cystic and conglobate acne 
with 13-cis-retinoic acid. N Engl J Med 300:329- 
333, 1979. 

4. Gerber LE, Erdman JW Jr: Effect of retino- 
ie acid and retinyl acetate feeding upon lipid 
metabolism in adrenalectomized rats. J Nutr 
109:580-589, 1979. 

5. Gerber LE, Erdman JW Jr: Hypertriglycer- 
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onset of her disease. She had no previous 
personal or family history of ichthyosis, 
atopy, or substantial xerosis. Laboratory 
findings indicated a positive fluorescent 
antinuclear antibody (ANA) value (1:640), a 
positive lupus erythematosus (LE) cell 
preparation, a positive Coombs’ hemolytic 
anemia test, hematuria, proteinuria, and a 
creatinine clearance of 12 mL/min. Her 
only cutaneous findings consisted of dry, 
hyperpigmented, diamond-shaped scaly ar- 
eas with normal intervening skin that 
involved her anterior shins and arms. 

A diagnosis of SLE was made, and oral 
treatment with 80 mg/day of prednisone 
resulted in rapid improvement of her SLE. 
Her skin changes cleared dramatically, 
only to recur when prednisone therapy was 
tapered to 20 mg/day six months later. Her 
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Fig 1.—Cutaneous lesions of patient. 


SLE also flared at this time with recur- 
rence of malaise, fever, and arthralgias. 
The patient’s skin disease and systemic 
symptoms cleared again when the predni- 
sone dosage was increased to 40 mg/day, 
and she was discharged from the hospital. 
During her subsequent outpatient. visits, 
the prednisone dosage was again gradually 
tapered to 20 mg/day. On hospital admis- 
sion in July 1979, the patient complained of 
increasing malaise and arthralgias. Exami- 
nation showed evidence of long-térm ster- 
oid use with a eushingoid habitus, abdomi- 
` nal striae, and some facial hirsutism. Her 
forearms and the anterior part of her shins 
showed hyperpigmented, well-demarcated 
3- to 4-mm diamond-shaped scales along 
with some fine diffuse scaling (Fig 1). 
There was no erythema, inflammation, or 
atrophy. The anticubital fossae were 
spared. The palms and soles were normal. 
The only other pertinent physical findings 
were minimal cardiomegaly and a left- 
sided pleural friction rub. 

Laboratory investigation indicated a 
positive ANA value (1:320), a negative LE 
cell preparation, proteinuria (1+), no 
hematuria, and a creatinine clearance of 84 
mL/min. Thyroid function test results 
were normal. 

Histologic examination of the ichthyosi- 
form dermatosis showed hyperkeratosis 
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without parakeratosis, decreased granular 
cell layer thickness, and a normal dermis 
(Fig 2). No features of cutaneous LE were 
seen. 

Oral prednisone dosage was increased to 
30 mg/day, with rapid defervescence of her 
systemic symptoms and cutaneous disease. 
Urinalysis results also returned to normal. 
The patient was discharged for outpatient 
follow-up examination and treatment. 


Comment 


Cutaneous lesions of SLE are pro- 
tean, common, and have been exten- 
sively reviewed by Tuffanelli and 
Dubois? Many and varied dermato- 
logic diseases have also been noted to 
occur in association with LE." Howev- 
er, acquired ichthyosis has not been 
previously described to be a cutaneous 
manifestation of LE or to occur in 
association with it. 

Acquired ichthyosis accompanying 
many systemic illnesses,"* especially 
Hodgkin’s disease, is well known. 
Acquired ichthyosis may be a marker 
for systemic malignant neoplasm** or 
occur in association with it.? The clini- 
cal course of the ichthyosis parallels 





Fig 2.—Light microscopy of cutaneous lesions. Note hyperkerato- 
sis without parakeratosis, decreased granular layer, and normal 
dermis (hematoxylin-eosin, x 525). 


the course of the underlying malig- 
nant neoplasm.’ Several nonmalig- 
nant conditions have also been re- 
ported in conjunction with acquired 
ichthyosis." 

Our patient’s ichthyosiform lesions 
began at the onset of her SLE. Histo- 
logic examination confirmed the diag- 
nosis of ichthyosis, and extensive 
laboratory investigation failed to 
show any other known diseases asso- 
ciated with acquired ichthyosis. Fur- 
thermore, the ichthyosiform changes 
improved with the corticosteroid ther- 
apy that was administered for her 
SLE and recurred only when the ster- 
oid dosage was tapered. 

The presence of consistent and 
severe immunologic abnormalities in 
many of the diseases associated with 
acquired ichthyosis (lymphoreticular 
malignant neoplasms, carcinoma, sar- 
coidosis, and leprosy) suggests a possi- 
ble role for abnormal host immune 
responses in the pathophysiology of 
acquired ichthyosis. Interestingly, ge- 
netically acquired ichthyosis vulgaris 
is common in patients with atopic 
dermatitis,” another “immunologic” 
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disease. The role of abnormal circulat- 
ing autoantibodies and depressed cell- 
mediated immunity has not been care- 
fully evaluated in. relation to the 
development of ichthyosis. The typical 
immunologic abnormalities found in 
— SLE, ie, abnormal circulating autoan- 
tibodies and depressed cell-mediated 
immunity, are similar to those found 
in some of the other diseases de- 
seribed previously. Hence, the devel- 


opment of acquired ichthyosis in 


patients with SLE may have a similar 
immunologic pathogenetic mecha- 
nism. 





This investigation was supported by the Medi 
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This is publication 78 from the Dermatological. 
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Umbilical Metastasis From Carcinoma . 


of the Pancreas 


Satya N. Chatterjee, MD, Harry M. Bauer, MD 


mors of the umbilicus, primary or 
metastatic, are rare. Cancers of the 
umbilicus account for more than one 
tenth of all malignant tumors that 
affect the skin of the anterior part of 
the abdominal wall? Metastasis of 
adenocarcinoma to the umbilicus is a 
particularly infrequent occurrence, 
but frequent enough to have some 
diagnostic and prognostic value.** Our 
patient had. an. umbilical metastatic 
adenoeareinoma and eventually died 
with extensive peritoneal. metas- 
tases, 
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Report of a Case 


A 67-year-old man was admitted to the 
hospital because of vague abdominal dis- 
comfort during the preceding month. He 
was well until four months. previously, 
when he started losing weight; he had lost 
126 kg during that period. He also com- 
plained of anorexia and. constipation. 
There was no history of hematemesis, 
melena, or fresh blood in the stool, and no 
history of anorexia, nausea, or vomiting, 
No suggestive family history of malignan- 
cy was elicited. 

Abdominal examination disclosed a mod- 
erately distended abdomen, with sugges- 
tion of a fluid thrill and shifting dullness, 
indicating the presence of moderate 
ascites. The liver was palpable one finger- 
breadth below the right costal margin. The 
spleen was not palpable. There was. no 
palpable tumor in the abdomen. In the 
umbilicus, which was indurated, there was 
a small, nontender, noninflamed intracuta- 
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neous mass 1 X 0.8 em. Rectal examination 
showed: no masses, and the prostate gland 
was normal in size and. consistency. 
Urinalysis results were normal. Roent- 
genograms of the chest and abdomen. were 
normal in both anteroposterior and lateral 
views. A barium sulfate enema examina- 
tion showed no abnormality. An intrave- 
nous pyelogram was normal. An upper 
gastrointestinal tract roentgenographic 
series, witha small-bowel ‘follow-through, 
was also normal: Sigmoidoscopic and flexi- 
ble. fiberoptic colonoscopie results were 
normal. Liver and spleen scans with tech- 
netium Te 99m were normal, An ultrasonic 
examination of the abdomen showed no 
abnormalities. A- carcinoembryonic anti- 
gen determination was normal. Biopsy of 
the innocuoiis-looking umbilical nodule was 
carried out and revealed an umbilical der- 
mal nodule containing a  well-differen- 
tiated metastatie adenocarcinoma forming. 
acini and producing mucin. The tumor cells 
showed nuclear pleomorphism, hyperchro- 
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Composite photomicrograph showing metastatic, well-differentiated, mucin-producing 


adenocarcinoma in deeper part of dermis. There is perineural and intravascular invasion 
(hematoxylin-eosin, original magnification x 200). 


matism, and polyploidy (Figure). Cytologic 
examination of the ascitic fluid failed to 
reveal malignant cells. 

When the patient's constipation sub- 
sided and his appetite improved, he was 
allowed to go home with a follow-up clinic 
appointment. 

He was hospitalized elsewhere two 
months later with clinically extensive 
abdominal cancer and died. An autopsy 
showed a 5 x 4 x 3-em, pale-gray, moder- 
ately well-differentiated adenocarcinoma 
in the tail of the pancreas, with extensive 
peritoneal metastases but still no intrahe- 
patic or other metastases. 


Comment 


In a series of 48 malignant umbilical 
tumors reported by Steck and Hel- 
wig,' eight were primary and 40 were 
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metastatic. The primary sites of the 
metastatic tumors were the stomach 
in 11 patients, the pancreas in six, the 
sigmoid colon in four, and miscella- 
neous sites in ten patients. The pri- 
mary sites were undetermined in nine 
patients. In this patient, the umbilical 
lesion represented a cutaneous metas- 
tasis from an adenocarcinoma of the 
tail of the panereas without apparent 
metastasis elsewhere, detectable clini- 
cally or by clinical or laboratory 
tests. 

Metastasizing tumor to the umbili- 
cus carries a bad prognosis. Clements: 
believed, "Finding of a metastatic 
nodule at the umbilieal site almost 
certainly establishes the inoperability 
of the patient." This is generally, but 





not always, true, as shown in the cases 
described by Steck and Helwig.' 

The principal modes of metastatic 
spread may be by arterial embolism, 
retrograde lymphatic flow, direct ex- 
tension along the faleiform ligament, 
extension within or along a urachus, 
or contiguous extension. Pancreatic 
carcinomas are known to metastasize 
rapidly to the lymphatic system by 
permeation, embolization, and retro- 
grade spread in the presence of lym- 
phatie obstruction.’ 

Partial biopsy is never recom- 
mended. Wide excision with provision 
for abdominal exploration pending 
results of a frozen-section examina- 
tion is recommended by some; We 
recommend wide excision of the nod- 
ule with pathologie examination. If 
metastatic carcinoma is diagnosed, 
then we recommend extensive search 
for the primary lesion followed by 
definitive surgery. The chance of sur- 
vival is small but does exist, as the 
metastatic umbilical nodule may be 
the only site of tumor metastasis. 


Nonproprietary Name and 
Trademarks of Drug 


Technetium Te 99m—Elutex, Minitec, Nei- 
motec, Renotec, Technekow Generator, 
Ultra-Technekow Generator. 
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National Institutes of Health 
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ular Dermatology is available on — 


and after July 1, 1980. Three 
major areas of investigation 
available to the trainee are: 
regulation at the biochemical 
level, cell physiology and immu- 
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a physician with or without prior 
training in dermatology. Salary 
will be commensurate with years 
of training. Interested applicants 
should send their curriculum 
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tology, University of Michigan 
Medical School, R6558 Kresge 
Medical Research Building, Ann 
. Arbor, Michigan 48109. The Uni- 
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Street, New York, New York 
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Guaranteed minimum plus assis- 


| tance in establishing practice. 
Send curriculum vitae to: Mr. 


Thomas H. Litz, Vice President/ 
Patient Services, Conemaugh Val- 
ley Memorial Hospital, 1086 
Franklin Street, Johnstown, PA 
15905. 





Books 


Clinica Dermatologica, by Enrique Hernandez 
Perez, 439 pp, $30, San Salvador, El Salvador, 
UCA/Editores, 1978. 

This basic textbook of dermatology 
should be well received throughout the 
Spanish-speaking world. It was writ- 
ten by a dermatologist from El Sal- 
vador, who trained at the Centro Der- 
matológico Pascua in Mexico City and 
the Hospital das Clínicas in S&o Paulo, 
Brazil. Dr Hernandez Perez is pres- 
ently head of the Department of Der- 
matology at the University of El Sal- 
vador. 

This text is written and subdivided 
in a traditional manner and had its 
beginnings in material presented to 
medical students in the author's 
department. This was the book's most 
appealing aspect to me, as it reflected 
to a modest degree how dermatology 
is being taught in El Salvador. But I 
was disappointed that the book did 
not demonstrate more strongly the 
special types of dermatologic practice 
now current in El Salvador. 

The book is divided into 26 chapters 
and includes 324 pages of easy-to-read 
text. There are short, worthwhile 
chapters on tuberculosis, syphilis, and 
leprosy. The chapter on bacterial 
infections of the skin was incomplete 
and of little help to students and 
practitioners. However, the chapters 
on superficial, subcutaneous, and deep 
mycotic infection were very good 
indeed. Chapters were especially 
worthwhile when the author re- 
counted his own practice and that of 
the department in El Salvador. 

The bibliographie references at the 
end of each chapter are reasonably 
extensive, selective, and up to date. 
However, I found it annoying that the 
author frequently mentioned various 
clinical investigators and their work 
in the text but omitted the references 
to their studies in the bibliography. 
The index also needs to be worked on 
considerably, as it is too brief and will 
be of little use as it stands. The book is 
generously endowed with charts and 
clinical photographs, which are of 
good quality. 

As a whole, Clinica Dermatologica 
should be well received by medical 
students and primary-care physicians. 
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English-speaking dermatologists will 
also find it useful if they wish a 
concise, easy-to-read dermatologic 
text in Spanish. 
SIGFRID A. MULLER, MD 
Rochester, Minn 


Biologic Basis of Pigmentation, vol 4, and Patho- 
physiology of Melanocytes, vol 5, edited by S. N. 
Klaus; 358 pp, 188 illus, 44 tables, $104 (vol 4); 318 
pp, 140 illus, 56 tables, $90.75 (vol 5); Basel, 
Switzerland, S Karger AG, 1979. 

These two volumes represent the 
proceedings of the Tenth Internation- 
al Pigment Cell Conference, which 
took place in Cambridge, Mass, in 
October 1977. The international meet- 
ng has been held approximately 
every three years since its inaugura- 
tion in 1946, ranking it as one of the 
oldest subspecialty gatherings of biol- 
ogists, biochemists, physicists, pathol- 
ogists, dermatologists, and clinicians 
0 discuss a topic of mutual interest. 
[hese hardbound volumes are the 

ourth and fifth to be published by S 
Karger. The style remains crisp, and 
he printing achieves a degree of ele- 
gance. 

Volume 4 deals with the biologic 
basis of pigmentation and contains 
headings such as chromatophore biolo- 
gy, regulatory factors, genetics, 
growth and differentiation, and mel- 
anins, while volume 5 concerns the 
pathophysiology of melanocytes. Here 
we have headings such as albinism, 
acquired pigmentary disorders, and a 
variety of subheadings under melano- 
ma. As with all proceedings, the indi- 
vidual articles vary in quality; most 
offer mercifully short (five to eight 
pages) descriptions of recent work. 
Fortunately, the important findings 
have already been published else- 
where, so that these volumes serve 
less as information sources and more 
as collages of the state of the art of 
pigmentology and as a living history 
of our time. 

By now, the old-timers in the field 
are considered "really old," and a new 
generation is vigorously attempting 
to shake them out of the tree of 
leadership; this adds spice to the meet- 
ings but is lost in print. Nonetheless, 
these two publications come highly 
recommended to all who would con- 
cern themselves with the problems of 
pigmentation, be it in fish, frogs, or 
man. Let us hope that the proceedings 
of the next meeting, to be held in 
Japan this year, are published more 
speedily, so as not to arrive so abrupt- 
ly on the historical bookshelf. 

WILLIAM L. EPSTEIN, MD 
San Francisco 
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A microbicida! aid in topical therapy of acne vulgaris 


® 


umm Helps prevent spread of infection from acne lesions. 


mm Cleanses face, back and shoulders thoroughly and gently 
with a rich golden lather. 


a aby ae nonirritating to skin and mucosa, with no essential 
change in the skin acid mantle*—nonstaining to skin and natural 
fabrics. (In the rare instance of local irritation or sensitivity, 
discontinue use by the individual.) 


mum May be employed as adjunctive topical treatment for the 
control of acne vulgaris.** 


Purdue Frederick 
©Copyright 1980, The Purdue Frederick Company/Norwalk, CT 06856 
A9776 224980 


*Hudson, A.L.: Clin Trials J 1:23, 1973 
**Millikan, L-E.: Cutis 17:394 (Feb.) 1976. 
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For external use only. 

Not for ophthalmic use. n 
CAUTION: Federal law prohibits 
dispensing without prescription. 
DESCRIPTION: Persa-Gel 5% contains 
5% benzoyl peroxide; Persa-Gel 109% 
contains 10% benzoyl peroxide. Both 
concentrations are in a gel base, containing 
acetone, carbomer, triethanolamine, . 
sodium lauryl sulfate, propylene glycol 
and purified water. 

ACTIONS: Benzoyl peroxide is effective 
primarily because of its drying, peeling 
and antiseptic action. : 

INDICATION: For adjunctive topical 
therapy of acne vulgaris. 
CONTRAINDICATIONS: Persa-Gel 
(benzoyl peroxide) is contraindicated in 
patients with acute inflammation and in 
patients with a history of hypersensitivity 
to any components of the preparation. 
PRECAUTIONS: If excessive irritation 
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develops discontinue use and institute 
| appropriate therapy. After the reaction 
“clears, treatment may often be resumed 


with less frequent applications. Avoid 


|. contact with eyes, eyelids, lips and other 


mucous membranes and anterior neck. 


- May bleach hair and colored fabrics. A 


ADVERSE REACTIONS: Allergic 
contact dermatitis and severe erythema 
with crusting have been reported with 
topical benzoyl peroxide. 

DOSAGE AND ADMINISTRATION: 


` Persa-Gel (benzoyl peroxide) should be 


applied thinly to cover affected areas after 
cleansing with nonmedicated soap and 

water or a degreaser. Initial application 

once daily before bedtime is 

recommended; increase to twice daily as 
tolerance develops. Feelings of warmth 

and stinging and slight erythema may be 

noted initially. It is advisable to initiate. 
therapy with Persa-Gel 5% and shiftto ai 
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are usually seen within 2 weeks with 


. continued improvement thereafter. 
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Therapeutic success in an 
effective acne treatment program 


begins with patient compliance. 


Persa-Gel* — the original benzoyl peroxide gel 
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compliance 
m for enhanced skin lipid solvent action 
, W for specific bactericidal action at the 
»? follicular sites against P acnes 
m for gentle keratolytic effect on follicular 
keratinization 
m for proven effectiveness without exces- 
sive erythema and desquamation 
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A truly distinctive water base benzoyl binds . 


The leading name in prescription benzoyl peroxide Desquam-X^5 contains 5% Benzoyl peroxide, 6% 
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IMPRESSIVE SAFETY PROFILE 


During clinical trials 
Cloderm was safety-evaluated ' 
for up to seven months, in five 
study groups involving a total 

of 506 patients with a variety of 
dermatoses. The medication was 
applied to the affected skin in 
accordance with label directions 
and side effects were monitored. 
Result: no reports of secondary 
infection, skin atrophy, striae, 
hypertrichosis, acneform 
eruption or hypopigmentation. 


Cloderm was safety-evaluated? 
for up to 40 days in studies of 
147 faces, including those of 
children, being treated for atopic 
and seborrheic dermatitis. The 
medication was applied to the 
affected skin in accordance with 
label directions and side effects 
were monitored. 

Result: no reports of skin atrophy, 
striae or hypopigmentation. 


In tests for adrenal 

suppression 

In this safety test,' 60 grams of 

Cloderm were applied, under 

occlusion, to 80% of the body of 

each of 10 normal subjects for 

21 days. Serial 17-ketosteroid and 

cortisol plasma determinations 

were performed during and after 

application. 

Result: no adrenal suppression These studies Suggest, int 

was noted in anv of the subjects. opinion of one investigator 
that “...Cloderm may be a 
for long periods of time w 
the development of delayec 
cumulative local or systen 
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2 VOW! AN DIUM- rU 
^ TOPICAL STEROID 


WITH AN IMPRESSIVE Ž 
SAFETY PROFILE 








AND AN EMPHASIS 
ON RAPID RESPONSE 


Investigators noted a remarkably rapid response 
to Cloderm against various dermatoses. For the vast 


majority of patients, a good to excellent response 
was noted within two weeks; in fact, many patients 


responded in 4 to 7 days. 
Vanishing cream base is well accepted. 


RAPID RESPONSE IN CONTACT DERMATITIS ' 
a RE a RE A ES A SIRE ANS 
EFFICACY: CONTACT DERMATITIS (44 patients) 


ET 78% 87% 
: 
7 4 21 


RAPID RESPONSE IN ATOPIC DERMATITIS ' 


EFFICACY: ATOPIC DERMATITIS (209 patients) 
L ; 


1 ESSI 56% 
E E 
4 7 ; 


RAPID RESPONSE IN SEBORRHEIC DERMATITIS' 
ae 
EFFICACY: SEBORRHEIC DERMATITIS (44 patients) 


7 14 


1Data on file, Dermatological Division, Ortho Pharmaceutical Corporation. Absence of adverse effects 
reported in these studies does not rule out the possibility of adverse effects in general or adverse effects 
resulting from larger amounts of medication applied for longer periods of time. For local and/or 
systemic adverse reactions that may be encountered with all topical corticosteroids, especially under 
\ occlusive dressings, please see prescribing information. 


Twenty of these 
patients were 
treated with 
placebo. Good to 
excellent results 
were observed in 
35% after one 
week, in 47% after 
two weeks and in 
50% after three 


weeks. 







DAY OF 
OBSERVATION 


One hundred of 
these patients 
were treated with 
placebo. Good to 
excellent results 
were observed in 
27% after four 
days, in 41% after 
one week and in 
51% after two 
weeks. 


% RESPONSE TO TREATMENT 
(Good to Excellent) — — 
E-5 8 2.8 


OBSERVATION 


Twenty-one of 
these patients 
were treated with 
placebo. Good to 
excellent results 
were observed in 
6596 after four 
days, in 7596 after 
one week and in 
7196 after two 
weeks. 


?pàta on file, Dermatological Division, Ortho Pharmaceutical Corporation. 47 patients were treated 
with Cloderm only, 54 patients were given placebo only, and 46 patients were given both. Dryness and 
irritation were the principal medication-related side effects observed in these studies. One case of 
folliculitis, not necessarily attributable to medication, occurred in a patient treated for seborrheic 

|». dermatitis. 
Side effects attributed to placebo were dryness, irritation and contact dermatitis. 





CLODERM* 

(clocortolone pivalate) Cream 0.1% 
Indications: CLODERM (clocortolone pivalate) 
Cream 0.196 is intended for relief of the inflam- 
matory manifestations of corticosteroid respon- 
sive dermatoses. 

Contraindications: Topical steroids are con- 
traindicated in those patients with a history of 
hypersensitivity to any of the components of the 
preparation. 

Precautions: If irritation develops, the product 
should be discontinued and appropriate therapy 
instituted. 

In the presence of an infection, the use of an 
appropriate antifungal or antibacterial agent 
should be instituted. If a favorable response 
does not occur promptly, the corticosteroid 
should be discontinued until the infection has 
been adequately controlled. 

If extensive areas are treated or if the occlusive 
technique is used, there will be increased sys- 
temic absorption of the corticosteroid and suit- 
able precautions should be taken, particularly 
in children and infants. 

Although topical steroids have not been reported 
to have an adverse effect on human pregnancy, 
the safety of their use in pregnant women has 


` not absolutely been established. In laboratory 


animals, increases in incidence of fetal abnor- 
malities have been associated with exposure 

of gestating females to topical corticosteroids, 
some cases at rather low dosage levels. 
Therefore, drugs of this class should not be 
used extensively on pregnant patients, in large 
amounts, or for prolonged periods of time. 

The product is not for ophthalmic use. 

Adverse Reactions: The following local adverse 
reactions have been reported with topical corti- 
costeroids, especially under occlusive dressings: 
burning, itching, irritation, dryness, folliculitis, 
hypertrichosis, acneform eruptions, hypopig- 
mentation, perioral dermatitis, allergic contact 
dermatitis, maceration of the skin, secondary 
infection, skin atrophy, striae and miliaria. 
Dosage and Administration: Apply CLODERM 
(clocortolone pivalate) Cream 0.1% sparingly to 
the affected areas three times a day and rub in 
gently. 

In resistant cases CLODERM Cream may be 
applied more frequently — or using the occlusive 
dressing technique. 

Occlusive Dressing Technique: If occlusive dress- 
ings are used to treat resistant lesions, a small 
amount of CLODERM Cream should be rubbed 
into the lesion. The preparation should be 
reapplied leaving a thin coating on the lesion, 
and it should be covered with a pliable non- 


porous film. Overnight occlusion treatment has : 


been generally satisfactory, but the frequency 
and duration of occlusion should be individually 
determined. Reapplication of CLODERM Cream 
should be carried out when the dressing is 
removed, and again prior to the next occlusion 
period. 

How Supplied: CLODERM (clocortolone piva- 
late) Cream 0.1% is supplied in tubes containing 
15 grams and 45 grams. 

Manufactured for Ortho Pharmaceutical 
Corporation 

by Knoll Pharmaceutical Company 

Whippany, New Jersey 07981 
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An elusive 
tinea infectio 
that can 

take months 
to clear. 





Ultramicrosize GRISACTIN® Ultra offe: 
significant benefits for treating tinea infectior 


— optimal bioavailability 
—often the convenience of one small tablet a aday 
— economy _ 


Ultramicrosize GRISACTIN Ultra. All the recoil 
your patients need —for as long as mo need t : 


Physicians can fáquiest free product samples by dialing. 

toll-free: Continental U.S.A.: 800-528-6050 (except Arizona) 
Arizona: 800-352-0458, Alaska/Hawaii: 800-528-0470. - 
This service is avai lable for your convenience 24 4 hours-a-day, 
every day. DTE 


*With infections arišsofukin- -sensitive fungi. E 
Please see brief summary ot prescribing information on following page. 





HEF SUMMARY _ UO P 

'or full prescribirig information, see package circular) 

GRISACTIN* Ultra 3 RC LS 

Brand of griseofulvin ultramicrosize 

A Fungistatic Antibiotic 7 
INDICATIONS: Griseotulvin is indicated for the treatment of- : 
ingworm infections of the skin, hair and nails, namely: Tinea 


corporis, Tinea pedis, Tinea cruris, Tinea barbae, Tinea 
, Capitis. Tinea unguium (onychomycosis) when caused by one’ 
.or more of the following genera of fungi: Thchophyton rubrum, 
Trichophyton tansurans, Trichophyton mentagrophytes, Tich- 
Ophyton interdigitalis, Trichophyton verrucosum, Tichophyton 
megnini, Trichophyton gallinae, Tichophyton crateriform, 
Tüichophyton sulphureum, Trichophyton schoenteini, Micros- 
„porum audouini, Microsporum canis, Microsporum gypseum, 
Epidermophyton floccosum. 
NOTE: Prior to therapy, the type of fungi responsible for the 
infection should be identified. 
use of this drug is not justified in minor or trivialinfec- 
ions which will respond to topical agents alone. 
riseotuivin is not effective in the following: Bacterial intec- 
is, Candidiasis (Moniliasis), Histoplasmosis, Actinómy- 

‘Osis, Sporotrichosis, Chiromoblastomycosis, Coccidioi - 
-domycosis, North American Blastomycosis, Cryptococcosis 
(lorulosis), Tinea versicolor, Nocaidiocis. 

NTRAINDICATIONS: This drug is contraindicated.in 
ients with porphyria, hepatocellular failure, and in individ- 
is with a history of hypersensitivity to griseofulvin: 
RNINGS: Prophylactic Usage: Safety and efficacy of 
'Griseofulvin for prophylaxis of fungal infections has not been 
stablished. 
nimal Toxicology: Chronic feeding of griseofulvin, at levels 
anging from 0:5-2.596 of the diet, resulted in the Gevelopment 
vertumors in several strains of mice, particularly males. 
alier particle Sizes resultin an enhanced effect. Lower oral 
le levels have not been tested. Subcutaneous adminis- 
ation of relatively small doses of griseofulvin, once a week, 
during the first th-ee weeks of life has'also been reported to 
duce hepatomata in mice: Although studies in other animal 
cies Have not yielded evidence of tumorigenicity, these 
tudies were not of adequate design to torm a basis for 
onclusions in this regard. 
_ Itrsubacute toxicity studies, orally administered griseofulvin 
produced hepatocellular hecrosis in mice, but this has riot 
en seen in other species. Disturbances in porphyrin metab- 
$m have been reported in griseofulvin-treated laboratory 
animals. Griseofulvin has been reported to have a colchicine- 
effect on mitosis and cocarcinogenicity with methylcho- 
trene in cutaneous tumor induction in laboratory animals. 

Usage in Pregnancy: The safety of this drug during preg- 
Nancy has not been established. 

Animal Reproduction Studies: Ithas been reported in the 
literature that griseatulvin was found to be embryoótoxic and 
teratogenic on oral administration to pregnant rats. Pups with 
abnormalities have been reported in the litters of a few bitches 

'éated with griseofulvin. Additional animal reproduction 
lies are.in progress, : 

Supptession.of spermatogenesis has been reported to 

cur in rats, but investigation in man failed to confirm this. 

IECAUTIONS: Patients on prolonged therapy with any 
potent medication should be under close observation. Peri- 

ic monitoring of organ system function, including renal. 
hepatic, and hematopoietic, should be done. 

Since griseotulvin is derived from species of Penicillium, 
possibility of cross-sensitivity with penicillin exists: 
Owever, known penicillin-sensitive patients have been 
eated without difficulty. 
ince a photosensitivity reaction is occasionally associated 
griseofulvin therapy, patients should be warned to avoid 
posure to intense natural or artificial sunlight, Should a 
hotoserisitivity reaction occur, lupus erythematosus may be 
Aggravated. 
Griseotulvin decreases the activity of warfarin-type antico- 
Quiants so that patients receiving these drugs concomitantly 
May require dosage adjustment of the anticoagulant during 
ind after griseotulvin therapy. i 
arbiturates usually depress griseofulvin activity and 
icomitant administration may require a dosage adjustment 
antifungal agent. 
E REACTIONS: When adverse reactions occur, they 
st cammoniy of the hypersensitivity type such as.skin 
hes. urticaria: and rarely, angioneurotic.edema, and may 
necessitate withdrawal of therapy and appropriate counter 
Measures. Paresthesias of the hands and feet have been 
‘ported rarely after extended therapy: Other side effects 
ned occasionally are oral thrush, nausea, vomiting; 

Digastric distress, diarrhea, headache, fatigue, dizziness. 
insomnia, mental contusion, and impairment of performance 
-Qfroutine activities 
Proteinuria and leukopenia have been reported rarely. 
“Administration of the drug should be discontinued if granulo 
Cytopenia occurs. 

When rare, serious reactions occur with gtiseotuivin, they 
are usually associated with high dosages; jong periods of 
therapy. or both. 

DOSAGE AND ADMINISTRATION: Aduíts: 250 mg daily for 
most patients, and 500 mg daily in divided doses for patients 
with fungal infections that are more difficult to eradicate. 

Children: 2.5 mg per. pound of body weight per day is eec- 
tive for most children. Children 2 years of age and younger: 
dosage has not been established. 7039/80 
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U.V. PHOTOTHERAPY RADIOMETI 
for PHOTOCHEMOTHERAPY of 
PSORIASIS 
Features: . 


* Direct readout in milliwatts/cm?, 

* Spectral response to match the photosensitization of 

. See d from 0.3 to 100 milliwatts/cm?, full scale. 

* Wide field of view to match the cosine receiving funct 
human skin. 

. Smal, rugged and battery operated for full portability 
Safety. 

* LED. battery status indicator lamp. 

* Silicon photodiode detector for maximum stability.. 
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CLINICAL FACULTY POSITION 
IN DERMATOLOGY 
VETERANS ADMINISTRATION MEDICAL CENTI 
UNIVERSITY OF MICHIGAN MEDICAL SCHOOL 


The Department of Dermatology, University of Mic 
gan Medical School is searching for a board eligibl 
certified dermatologist for a newly established D: 
matology Service at the Ann Arbor Veterans Adm 
istration Medical Center. This person will divi 
his/her time between the Ann Arbor VAMA and t 
University of Michigan Medical School. A stro 
teaching-patient care inclination is necessary with 
willingness to initiate and/or conduct clinic 
patient-oriented, prospective research. The succe: 
ful candidate will have the following responsibilit 
Supervision of dermatology residents in the outp 
tient and inpatient services at the VA; medic 
student teaching; participation in the private pra 
tice plan of the Department of Dermatology at ti 
University of Michigan Medical School. Title -at 
salary are negotiable, and the position is availab 
after September, 1980. 
Address applications, including curriculum vitae, to: 
John: J. Voorhees, M.D, 
= Professor and Chairman 
., Department of Dermatology 
“University of Michigan Medical School 
Ann Arbor, Michigan 48109 et 
criminatory/Affirmative Action employer)... 








“These are all 
excellent - 
corticosteroid 
creams: 


T 


Ya [SOHO (i 


“But, only this one 


contains 


THE AQUATAIN’ BASE, 


SEE oe 


Seely 


Water "2 Humectants 


Cream 
(0.025%, 
0.1%, 0.5%) 


TRIAMCINOLONE ACETONIDE 


To get the ARISTOCORT ‘A Cream base, remember to write the “A” 


dications: For relief of inflammatory manifestations of cortico- 
eroid-responsive dermatoses 


lontraindications: Hypersensitivity to any component 


recautions: If irritation develops, discontinue use and institute 
propriate therapy. In infections, use appropriate antifungal or 
ntibacterial agents; if a favorable response does not occur 
omptly, discontinue the corticosteroid until the infection is 
Hequately controlled. If extensive areas are treated or the occlusive 
chnique is used, increased systemic absorption of the cortico- 
eroid may occur; take suitable precautions. particularly in children 


and infants. 


Safety of use in pregnancy has not been absolutely established. Dc 
not use extensively, in large amounts, or for prolonged periods o 
time in pregnant patients 


Not for ophthalmic use 


Adverse Reactions: (local) Burning, itching, irritation, dryness. fol 
liculitis, hypertrichosis, acneform eruption and hypopi 

perioral dermatitis, allergic contact dermatitis, maceration 

skin, secondary infection, skin atrophy. striae, miliaria 





“And by the way... _ 
what can Ido abo 






helps relieve 


Wondra lubricates the skin 
to provide immediate relief 
from the scaling, flaking, 
and cracking of dry skin. 


helps restore 


Wondra helps the skin 
restore itself to an improved 
condition. 


helps retain 


Wondra helps the skin retain 
its natural moisture by 
forming an occlusive film on 
the surface of the skin. With 
regular use, Wondra can 
help provide long-term 
protection against dry skin. 


cosmetically 
preferred 


Wondra has a rich, 
nonrunny consistency, rapid 
rub-in, and nongreasy 
afterfeel patients prefer...in 
a choice of scented or 
unscented forms. 

Patient satisfaction with 
Wondra should help 
encourage the regular usage 
necessary to help alleviate 
their dry skin problem. 


©1979 BY PROCTER & GAMBLE 


This common wart can be destroyea 
safely, simply, effectively. ..even at home 
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Cross-section 
of common wart 


k 
Salicylic Acid, USP, 16.7%, and Lactic Acid, USP, 16.7%, a 
in Flexible Collodion, USP 


« an outstandingly successfu 
treaties sos a9 sd 


16.796, in Flexible Collodion, USP. 
1 O, i i i i i Indications: FI k lyt for t! 
the precise 16.796 concentrations of salicylic and lactic acid "ndlestens, DOC epithelial tumors such as common agent ter 
Dosage and Administration: Prior to the application of DUOFIL 


that proved so effective, convenient and well tolerated during  Sexefhe affected area in hot water for at least five minutes. E 


Six years of British wart studies.? thoroughly coe of DUOFILM directly to the wart using the plas 


applicator. Each drop should be permitted to dry before re-applic 


Now, two years after introduction here, Duofilm has been pre ne We sureuncing skin. A Band-AG* or DUOFILM is r 


applied to the surrounding skin. A Band-Aid* or similar banda 


judged "outstandingly successful," "a conservative and "eaten! shoul take pace once daily and continue as direct 
" V. nage n . T hysician 
effective initial treatment, $ capable of Curing as many Conradi ebd: Diabetics or patients with impaired blood t 


culation should not use DUOFILM. Do not use on moles, birthmat 
or unusual warts with hair growing from them 


patients within the same period as liquid nitrogen. or unusual warta with hait growing 
Duofilm: Use it in your own practice and prove to yourself DUOFILM is highly flammable and should be kept away from fire 


flame. Keep bottle tightly capped when not in use. Store at controll 


that a well-conceived wart medicine can be equal or superior Ce eee Gn mucous membranes or in-eyes) (lien, wih Wal 


remove precipitated collodion, and flush with water for an additio! 


"4 








to cautery or caustics—yet safe enough for patients to use 15 minutes 
h ro? Keep this and all medication out of the reach of children 

How Supplied: DUOFILM is available in V2 fl. oz. bottles with plas 

at home. By prescription only. applicators 
EN Caution: Federal law prohibits dispensing without a prescription 

References: 

1. Rees beoe 23:588, 1979. 2 Bumer MH: Drugs 134 
L i 1977. 3. Greenberg JH, Lewis ermatology 1:2 
For - complimentary 1978. 4. Arndt KA Warts, in Manual of Dermatclogic Therapeuti 


Duofilm Treatment- table Unit 2nd ed, Boston, Little, Brown, 1978, p 213 
and additional product 


information, call our toll-free 
number: 1-800-327-3858. X STIEFEL Stiefel Laboratories, Inc 
In Florida, call collect: 1-305-443-3807. Coral Gables, Florida ai 


Un 
‘dexa Mathasone equivalent 
""déxam sone phoSphate equivaignt 


Copyright 2Merck & Co,, Inc), 1980 
All rights resefved 


JOSTOG 


DECADRON 


(DEXAMETHASONEMSD) 


Division of Merck & Co... NC, West Pofnt;PA- 49486 
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CREAM / with AQUATAIN" 
©, 1%/ Hydrophilic Base 
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GLINIGAL SUCCESS 
IN THE WORLD OF 
STEROID RESPONSIVE 
DERMATOSES... 














ontact Dermatitis 


tist's interpretation 


{ist s interpretation) 
" 


eborrheic 
ermatitis 


‘tist’s interpretation A 


Please see last page of advertisement for full prescribing information. 





CYCLOCORT 


AMCINONIDE "5s: 


Effectivenessinthe — 
dermatoses you treat 
most often 


More than 60 studies, conducted by 50 investigators ' 
in 18 countries, have demonstrated the outstanding 
therapeutic efficacy of CYCLOCORT in a full range 
of steroid responsive dermatoses. 


Rapid, predictable response 


This new synthetic glucocorticoid has brought about 
early, consistent improvement in eczema, psoriasis, 
contact dermatitis, seborrheic dermatitis and many 
other common dermatoses.! 














Given D.d.in many patients 


Because of its potency, CYCLOCORT can be used 
successfully on a b.t.d. basis. Comparative studies witl 
Betamethasone valerate cream in patients with eczemz 
tous dermatoses have shown the following results: 








Global improvement in eczematous _ 
dermatoses following two weeks of b.1.d. therapy — 
4 controlled studies: 





CYCLOCORT 0.1% Betamethasone Valerate 0.1% 
lotal m | : ‘Total : . . 
Patients | Cleared |Excellent| Good Patients | Cleared |Excellent| Good 


2] 9 20 





Study A 


2 
| Study B 22 








22 











4 
Study C 18 7 
Study D 16 8 
— — 
Total 77 28 
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Please see last page of advertisement for full prescribing informatio 











iigh potency...in a unique 
lydrophilic base 


. YCLOCORT has produced outstanding clinical results 
patients with psoriasis. Good to excellent improve- 
aent in symptoms such as pruritus, erythema, scales, 
aduration, papules and plaques was observed in the 
aajority of patients after only one week of treatment. 


igh vasoconstrictive activity 


n “blanching” response analyses on human skin, 
YYCLOCORT demonstrated significantly more activity 
han Betamethasone valerate, 0.1%, and Fluocinolone 
icetonide, 0.025%, and showed essentially the same 
'asoconstrictor activity as Halcinonide, 0.1%. 





Comparative Vasoconstrictive Data? 




















v BEER (Histograms of blanching responses 
—summed % total possible score) 

90 — 

90 — 

00 -- 

00 7 

CYCLOCORT Halcinonide Betamethasone Fluocinolone 
Amcinonide Valerate Acetonide 


lote: Although many investigators believe vasoconstrictor activity studies offer an indication 
f potential clinical anti-inflammatory efficacy, no definite correlation has been proven. 


Vell accepted by patients 


-YCLOCORT, formulated in Lederle's AQUATAIN " 
ydrophilic base, contains 74.3% water and humectants — 
) soften and moisturize skin. CYCLOCORT is extremely 
rell accepted by patients, and questions concerning 
cceptability have brought highly favorable responses.? 





- 


Data on file, Medical Department, Lederle Laboratories. 2. Woodford, R.; Haigh, J. M.: Bioavailability and Activity of 0.1% 
mcinonide Preparations: Comparison with Proprietary Topical Corticosteroid Preparations of Differing Potencies. Cio. Ther 
es. 261 3)301-310, Sept., 1¢ Rocha, G. L.; Quinete, S. S.; Dant J ( 





as, F. E.; Faria, T.: Cio. Ther. Res. 19:538-549, 1976 














CYCLOCORT 








AMCINONIDE mY ism 





CYCLOCORT * Amcinonide 
Cream 0.1% with AQUATAIN™ Hydrophilic Base 
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Potency, efficacy and 
convenience in 
steroid-responsive 
dermatoses 


One form 





Cream 


One strength 





0.1% 


Two convenient sizes 


15 gram and 
60 gram tubes 











©1980 Lederle Laboratories 


244-OR2 





Description: 0.1% topical cream with AQUATAIN™ hydrophilic bz 
Each gram of CYCLOCORT topical cream contains 1 mg (0.1%) of 
active steroid, amcinonide in AQUATAIN, a specially formulated b 
composed of emulsifying wax NF, isopropyl palmitate, glycerin U 
sorbitol solution USP, lactic acid, 2% benzyl alcohol and purified wa 


CH,OCOCH, 





Action: Topical steroids are primarily effective because of their ar 
inflammatory anti-pruritic, and vasoconstrictive actions. 


Indications: For relief of the inflammatory manifestations of coi 
costeroid-responsive dermatoses. 


Contraindications: Topical steroids are contraindicated in those p 
tients with a history of hypersensitivity to any of the components 
the preparation. 


Precautions: If irritation develops, the product should be discontinu! 
and appropriate therapy instituted. 


In the presence of an infection the use of an appropriate antifungal « 
antibacterial agent should be instituted. If a favorable response dot 
not occur promptly, the corticosteroid should be discontinued until tł 
infection has been adequately controlled. 


If extensive areas are treated or if an occlusive technique is used the: 
will be increased systemic absorption of the corticosteroid and suitab 
precautions should be taken, particularly in children and infants. 


Although topical steroids have not been reported to have an adver: 
effect on human pregnancy, the safety of their use in pregnant wome 
has not absolutely been established. In laboratory animals, increase 
in incidence of fetal abnormalities have been associated with exposuy 
of gestating females to topical corticosteroids, in some cases at rathe 
low dosage levels. Therefore, drugs of this class should not be use 
extensively on pregnant patients, in large amounts, or for prolonge 
periods of time. 


The product is not for ophthalmic use. 


Adverse Reactions: The following local adverse reactions have bee: 
reported with topical corticosteroids, especially under occlusive dres: 
ings: burning, itching, irritation, dryness, folliculitis, hypertrichosis 
acneiform eruptions, hypopigmentation, perioral dermatitis, allergi 
contact dermatitis, maceration of the skin, secondary infection, skii 
atrophy, striae and miliaria. 


Dosage and Administration: Apply a light film to affected areas 2 o 
3 times daily. The cream should be rubbed in gently and thoroughl: 
until it disappears. z 


How Supplied: 0.176 (Product No. 9183) Topical Cream Available i 
15 and 60 Gram tubes. REV. 9/7 


em Lederle Laboratories 


A Division of American Cyanamid Company, Wayne, N.J. 07470 
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est for the care ot dry, 
or premature aging 


or wrinkled skin... 
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PPLIED: 2 OZ. TUBES WRITE FOR SAMPLES 
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DOAK PHARMACAL CO.,INC. WESTBURY, N.Y. 11590 


DISTRIBUTOR IN CANADA 
TRANS-CANADA DERMAPEUTICS LTD., MONTREAL H4R1E3, QUEBEC 








THE ONLY WAY TO | 


END THE EPIDEMIC - 
IS OVER HER DEAD 


Kill the female itch mite (sarcoptes 
scabiei) and you've stopped the current 
scabies epidemic. Because when she 
burrows deep into the stratum corneum, 
she defies diagnosis and resists removal 
by surface-acting medications and 
cleansers. Her success has been making 
headlines around the country— with re- 
ports of scabies outbreaks in rural and 
suburban areas as well as in the cities. 

A quick and simple diagnosis. 
Scabies can mimic a number of der- 
matological conditions,'-? such as urticaria, furunculosis 
and dermatitis—as well as syphilis, with which it may 
coexist. But there's an almost foolproof way to recognize 
it. Even in the absence of the fierce nocturnal itching? and 
the lesion distribution characteristic of the disease 
(hands, wrists and elbows in 9 out of 10 cases), a quick 
microscopic look can confirm your scabies diagnosis. 

To demonstrate the itch mite, look for an unscratched, 
inhabited burrow (wherever the patient says he itches at 
that very moment is a likely spot). Use a strong light, a 
magnifying glass and a surgical blade to which a drop of 
mineral oil is added. Scrape several sites. Transfer the 
material to a slide, cover and examine under low power 
magnification." 4 (If you don't spot any parasites in egg, 
larvae or adult stages, look for their red fecal compac- 
tions. They can be just as diagnostic.) 

Kwell: penetrating action to kill mites, their eggs and 
"larvae. Once you've found scabies, there's a positive way 
to eradicate it. Kwell (1% gamma benzene hexachloride) 
Lotion or Cream. It penetrates to reach the scabietic bur- 

rows, kill the female mites and, of course, the less tena- 
cious males, as well as their eggs and any larvae that may 
have hatched. In fact, Kwell works so consistently and 
well against scabies that it has been the most widely 
prescribed scabicide for three decades. 


Cream/Lotion 


KWEL 


l—7 





Nearly 10096 effective. The clinical 
record of Kwell has never been sur- 
passed by any other pediculicide. It is 
“nearly 100% effective," and often 
works with a single application 
(a second or third application may be 
made at weekly intervals, if needed). 
Your patients will appreciate the low 
risk of sensitization and irritation.* © 
And you will appreciate that Kwell 
works so predictably that it serves to 
confirm your diagnosis of scabies. 
Not many pharmaceutical preparations can match that 
record of dependability. 


CONTRAINDICATIONS: Kwell Cream and Lotion is contraindicated for 
individuals with known sensitivity to the product or any of its components. 
WARNING: KWELL CREAM AND LOTION SHOULD BE USED WITH CAUTION 
ESPECIALLY ON INFANTS, CHILDREN, AND ON PREGNANT WOMEN 
LINDANE PENETRATES HUMAN SKIN AND HAS THE POTENTIAL FOR CNS 
TOXICITY. STUDIES INDICATE THAT POTENTIAL TOXIC EFFECTS OF 
TOPICALLY APPLIED LINDANE ARE GREATER IN THE YOUNG. Seizures have 
been reported after the use of lindane but a cause and effect relationship has not 
been established 

Simultaneous application of creams, ointments, or oils may enhance the 
percutaneous absorption of lindane 

PRECAUTIONS: If accidental ingestion occurs, prompt gastric lavage will rid the 
body of large amounts of the toxicant. However, since oils favor absorption, 


saline cathartics for intestinal evacuation should be given rather than oil laxatives. 


If central nervous system manifestations occur, they can be antagonized by the 
administration of pentobarbital or phenobarbital 

If accidental contact with eyes occurs, flush with water. If irritation or 
sensitization occurs, discontinue use and contact a physician, 

ADVERSE REACTIONS: Eczematous eruptions due to irritation from this product 
have been reported 

REFERENCES: 1. Patient Care 7:94, Nov. 1, 1973. 2. Stankler, L.: Practitioner 
210:803, June 1973. 3, Domonkos, A.N. (ed.): Andrews’ Diseases of the Skin 
Clinical Dermatology, ed. 6, Philadelphia, W.B. Saunders Company, 1971 

pp. 511-513. 4. Muller, G., et al: Arch. Dermatol. 107:70, Jan. 1973. 5. James 
B.H.E.: Br. Med. J. 1:178, Jan. 15, 1972. 6. Sollman, T.: A Manual of Pharma- 
cology, ed. 8, Philadelphia, W.B. Saunders Company, 1957, p. 178 

SEM courtesy of J.M. Rower, M.D 


[ (GREED & CARNRICK 


Kenilworth, New Jersey 07033 


Columbus, Ohio 


* gamma benzene 
hexachloride 


THE SCABICIDE OF CHOICE. 


An unsurpassed standard of therapy 
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EFUDEX 


fluorouracil Roche a 


OR 
SURGERY 


WHICH TREATMENT MODALITY 
FOR SOLAR KERATOTIC LESIONS? 
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THE CASE FOR SURGERY | THE CASE FOR EFUDEX’ 


When solar keratotic lesions are easily (fluorouracil /Roche) 
. accessible, isolated and limited in number, Effective treatment for multiple solar 





surgery may be an appropriate treatment keratotic lesions in widespread areas and 
method. difficult treatment sites. 
Depending upon the surgical procedure Selectively destroys lesions with minimal 
employed, the healing period may be shorter effect on normal adjacent skin.’ 
than with topical chemotherapy. Seeks out and uncovers clinically E 
May be used when topical treatment is undetectable lesions in surrounding skin.’ 1 
contraindicated. Scarring is minimal or absent; softness, j 
High success rate. normal texture and color of skin are usually 
restored.? 1 
Less expensive than surgery; therefore " 
Efudex therapy is an economical as well as an 
acceptable alternative for patients with solar 


keratotic lesions. 


When making your decision, consider the advantages of Efudex* 
(fluorouracil/Roche) 
* Uncovers and eradicates subclinical lesions 


as well as those clinically evident 
* Leaves little or no scarring i 
* Cosmetically gratifying 
* Effective and efficient for multiple lesions and 

difficult treatment sites unsuitable for surgery 
* Complete healing in one to two months after therapy 
* More economical than surgery 


REFERENCES: 1. Cullen SI: J Am Geriatr Soc 27:529-535, Dec 1979 a 
2. Data on file, Medical Department, Hoffmann-La Roche Inc., Nutley, New Jersey 07110 





Before prescribing, please consult complete product information, 


Precautions: If applied with fingers, wash hands immediately Apply with 
a summary of which follows: 


care near eyes; Nose and mouth. Solar keratoses failing to respond should 


Indications: Multiple actinic or solar keratoses. In 5% Strength. superficial 
basal cell carcinoma when conventional methods are impractical, such as 
with multiple lesions or difficult treatment sites. Establish diagnosis before 
treating, as this method has not been proven effective in other types of basal 
cell carcinomas. Conventional techniques preferred for isolated easily 
accessible lesions, as success rate is nearly 100%. Success rate with 
Efudex is about 93% 

Contraindications: Patients with known hypersensitivity to any of its 
components 

Warnings: |f occlusive dressing is used may increase inflammatory 
reactions in adjacent normal skin. Avoid prolonged exposure to ultraviolet 
rays. Safe use in pregnancy not established 


Twice daily for 2 to 4 weeks 


Efude 


@ 5% Cream 
2% 625% 
Solutions 


f£luorouracil/ Roche 


be biopsied. Warn patients that treated area may be unsightly during 
therapy and sometimes for several weeks after Perform follow-up biopsies in 
superficial basal cell carcinoma 

Adverse Reactions: Local — pain. pruritus hyperpigmentation and burning 
at application site most frequent; also dermatitis Scarring. soreness, 
tenderness, suppuration, scaling and swelling. Also reported — insomnia 
stomatitis, irritability, medicinal taste, photosensitivity, lacrimation, 
telangiectasia, leukocytosis, thrombocytopenia, toxic granulation and 
eosinophilia 

Dosage and Administration: When Efudex is applied erythema occurs 
then vesiculation, erosion, ulceration. necrosis. epithelization. Actinic or 
Solar keratosis —apply sufficient quantity to cover lesions. twice daily. Usual 
length of therapy is 2 to 4 weeks. Superficial basal cell carcinomas—apply 
sufficient quantity (only 5% strength recommended) to cover lesions 

twice daily, Continue treatment for at least 3 to 6 weeks, but Possibly as long 
as 101o 12 

How Supplied: Solution. 10-ml drop dispensers 
fluorouracil on a weight/weight basis. Crea 
fluorouracil in a vanishing cream base j 


agg 2% or 596 
"Gam tubes-cohtaining 5% 








ROCHE LABORATO 
Division of Hoffman 
Nutley, New Jersey 
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Letters to the Editor 
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Letters will be published as space permits and at the discretion of the editor. All 
components of letters, including references, must be typewritten, double-spaced. Do not 
include more than five references and two figures in duplicate. Letters should not exceed 
500 words in length. Three copies of all letters are required and they are subject to editing. 
Letters are not acknowledged. For other details, including copyright procedure, see 
“Instructions for Authors.” 


Differences in Detector 
Readings 


To the Editor.-We have become more 
and more scientific in the manner in 
which we conduct research and render 
patient care. This is quite admirable, 
but some "scientists" convey the view 
that clinical research and observation 
are more meaningful if they are 
bathed in a sea of scientific jargon 
and measurement. One area in which 
this is very apparent is the emerging 
field of photobiology. Currently, noth- 
ing less than joules per square centi- 
meter or milliwatts per square centi- 
meter are in vogue, while the use of 
biologic units such as minimal erythe- 
mal doses (MErD) or exposures 
recorded in minutes is now considered 
anathema. We are not against such 
efforts but wish to alert dermatolo- 
gists to the problems of ultraviolet 
(UV)light measurement with current- 
ly used radiometers. 

We have been engaged in the suc- 
cessful use of sunlamp fluorescent 
bulbs in the treatment of psoriasis for 
the past four years. A new 180-cm 
sunlamp fluorescent bulb, recently 
introduced, primarily emits UV-B 
irradiation with a UV-A component. 
To measure its output in the UV-B 
range, we used a spectroradiometer in 
conjunction with a detector. This 
detector, with its diffuser and filter, 
measures UV-B with peak sensitivity 
between 280 to 305 nm and is consid- 
ered an excellent portable photothera- 
py radiometer for monitoring UV-B. 
Two separate identical detectors were 
used to compare UV-B readings. We 
were startled to discover a 50% differ- 
ence in results. One detector read an 
intensity of 0.72 W/sq cm while the 
second recorded an intensity of 0.48 
W/sq cm. A telephone call to the com- 
pany indicated that all such detectors 
measure with difficulty wide UV light 
sources like the 120- or 180-cm fluores- 
cent bulbs when placed at a distance 
comparable with the normal bulb- 
patient distance. Furthermore, there 
is great difficulty in the manufactur- 
ing process itself in accomplishing a 
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consistently precise cutoff in wave- 
band tolerance. As a result, some 
detectors may be shifted to read high- 
er or lower values on a UV light 
spectrum. 

In view of this experience, we 
emphasize that one investigator's 
readings may be quite different from 
another’s, making such recordings 
highly unsatisfactory, so they should 
not be accepted as “gospel.” Until 
precise standardization of detectors is 
available, any measurement should be 
viewed cautiously, since they may not 
be applicable to your own light sys- 
tem. Recordings in minutes or in bio- 
logic terms of MErD are reproducible 
and meaningful statements and 
should not be considered inferior to 
the radiometry devices in operation. 

JOHN W. PETROZZI, MD 
Philadelphia 


Kawasaki Disease and 
Staphylococcal Exotoxins 


To the Editor.—In their recent report 
of a possible case of Kawasaki disease, 
Schlossberg et al' discuss the possibili- 
ty that a staphylococcal exotoxin, 
found in the patient’s vaginal dis- 
charge, may have been responsible for 
her symptoms. The pyrogenic exotox- 
in that they isolated, however, lacked 
exfoliative activity in the rabbit and 
mouse. 

In 1978, Todd et al? observed seven 
children who had “toxic-shock syn- 
drome associated with group I staphy- 
lococeal infections.” Like the case 
reported by Schlossberg et al, the 
infections were usually mucosal. Fe- 
ver, headache, diarrhea, conjunctival 
infection, and a scarlatiniform and 
exfoliative dermatitis developed in 


. these patients. Renal failure, hepatic 


dysfunction, disseminated intravascu- 
lar coagulation, and shock often devel- 
oped also. The staphylococci isolated 
from these patients produced an exo- 
toxin that had exfoliative activity in 
the newborn mouse and was biochem- 
ieally and immunologically distinct 
from the group II exfoliation produc- 


ing the staphylococcal scalded skin 
syndrome. 

Schlossberg et al’ appropriately 
reported that it was only possible that 
their patient had Kawasaki disease, 
since many such patients have staphy- 
lococcal disease. 

JOHN R. Person, MD 
Auburn, Mass 


1. Schlossberg D, Kandra J, Kreiser J: Possible 
Kawasaki disease in a 20-year-old woman. Arch 
Dermatol 115:1435-1436, 1979. 

2. Todd J, Fishant M: Toxic-shock syndrome 
associated with phage-group-I staphylococci. 
Lancet 2:1116-1118, 1978. 


Torre’s Syndrome as Phenotypic 
Expression of Cancer Family 
Syndrome 


To the Editor.—Housholder and Zelig- 
man! recently described two patients 
with Torre’s syndrome (TS) whose 
relatives also had visceral malignant 
neoplasms. Long survival was also 
noteworthy despite the occurrence of 
extensive visceral cancer. Their re- 
view of the literature disclosed several 
reports bearing on the occurrence of 
visceral malignant neoplasms in rela- 
tives of patients with TS. 

We have recently completed a study 
in which we clearly identify TS as the 
cutaneous phenotypic expression of 
the cancer family syndrome (CFS). 
The CFS is characterized by the fol- 
lowing: (1) an early onset of colorectal 
cancer (preponderantly of the proxi- 


-» 
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mal colonie segment) in the absence of ~ 


polyposis coli, (2) an association with 
other adenocarcinomas, particularly 
of the endometrium and ovary, (3) an 
excessive number of multiple primary 
cancers, (4) an occasional extraordi- 
nary tolerance of cancer,’ and (5) more 
recently, our observation of an asso- 
ciation with sebaceous neoplasia in a 
fraction of relatives from these 
kindreds. For example, we recognized 
the patient with TS described by 
Bitran and Pellettiere? through the 
kindness of Dr Pellettiere, as a direct 
genetic descendent of family “G” 

Warthin, which was the original CFS 
kindred and which has been under 
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study for more than 75 years.* Coexis- 
tence of TS cutaneous features have 
been identified by us in three addi- 
tional CFS kindreds. We have con- 
cluded that a fraction (possibly all) of 
patients with TS may, in fact, repre- 
sent a more complete phenotypic 
expression of the deleterious CFS 
genotype. 

Because of these new findings, it is 
imperative that the diagnostic proce- 
dures suggested by Housholder and 
Zeligman' be extended to include 
colonoscopy and/or barium enema 
examination with double air contrast 
in addition to meticulous pelvic exam- 


ination, including endometrial biopsy, 


of TS-affected patients. With respect 
to screening family members for can- 
cer and depending on pedigree find- 
ings (ie, progeny and/or siblings of 
cancer-affected patients with TS fea- 
tures and/or CFS tumors), we strong- 
ly believe that these relatives should 
be considered at inordinately high risk 
for the variety of cancers characteris- 
tie of the CFS. We urge that these 
relatives and patients be under a 
strict life-long surveillance program 
for early cancer detection. 

Ramon M. Fusaro, MD, PHD 

HENRY T. LvNcH, MD 

JUDITH PESTER, MD 

Patrick M. LYNCH 

Omaha 
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Tractional Alopecia 
Among Libyan Women 


To the Editor.—Diffuse hair loss is a 
frequent complaint among patients, 
especially among women seeking 
treatment in our dermatology outpa- 
tient clinie. Among these women, we 
have observed several interesting 
cases in which the use of traditional 
dress wear by women results in a type 
of traumatic or traction alopecia. 

It is common practice among 
Libyan girls and women to cover the 
scalp hair with a scarf that is known in 
Arabic as maharama. This scarf 
starts at the forehead and is kept in 
position by a knot at the back of the 
head. In some cases, the knot is so 
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tight that the scarf exerts a contin- 
uous and strong traction all along the 
anterior hairline of the forehead. This 
traction results in gradual hair loss 
and recession of the hairline. The alo- 
pecia corresponds precisely with the 
position of the scarf. The extent of the 
alopecia increases along with the shift 
of the hairline, since the scarf on the 
forehead is always placed in position 
at the hairline. It is imperative to 
explain to the patient the simple 
mechanism responsible for the alope- 
cia, since correction of the cause 
results in cessation of hair loss. 

One of us (Y.K.M.) made similar 
observations among the women of the 
north Himalayan region of Himachal 
Pradesh, India, where the scarf is 
known as dhatoo. 

The elderly and the young orthodox 
Libyan women use a heavy woolen or 
cotton wrapper (known in Arabic as 
jarad) to cover the entire body and 
head. A portion of this wrapper, which 
covers the head and most parts of the 
face, is always held tight either in the 
mouth or by hand. Gradual and persis- 
tent traction results in loss of hair on 
the temporal areas and is most pro- 
nounced on the side where the wrap- 
per is held tightly. 

YASHWANT K. MALHOTRA, MD 
AMRINDER J. KANWAR, MD 
Benghazi, Libya 


Verrucous Carcinoma 


To the Editor.—The patient described 
by Seehafer et al' is a unique and 
interesting case, but we would like to 
comment on the diagnosis. 

The term. "verrucous carcinoma" 
(VC) was coined by Ackerman? to 
describe a group of lesions with dis- 
tinctive clinicopathologie features 
that were different from other forms 
of squamous cell carcinoma (SCC). 
One histologic feature, important for 
the diagnosis, is the absence of cellu- 
lar atypia. Indeed, in the series? cited 
by Seehafer et al, all 105 cases lacked 
cellular anaplasia. In the case in ques- 
tion here, the "marked nuclear atyp- 
ia" noted is incompatible with the 
diagnosis of VC. The presence of ana- 
plastic cells in a verrucous lesion indi- 
cates the diagnosis of SCC, regardless 
of how warty its surface may be. 

It should be noted also that the 
histologic picture of VC is not that of 
pseudoepitheliomatous ^ hyperplasia. 
In VC, the fingers of epithelium are 
round and club shaped, whereas in 
pseudoepitheliomatous ^ hyperplasia 
they are uneven, sharply pointed, 
elongated, and jagged. Furthermore, 
in pseudoepitheliomatous hyperplasia, 
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there are numerous mitotie figures . 
and horn pearls, but these features 
tend to be absent in VC. 

The distinction between SCC and 
VC is of practical importance. As See- 
hafer et al point out, VC has an excel- 
lent prognosis, almost never metasta- 
sizes, and tends to become more 
aggressive with radiation therapy. 
This is in contrast to nonactinically 
induced SCC, which has a more 
guarded prognosis, tends to metasta- 
size, and responds favorably to radia- 
tion therapy. 

MICHAEL B. Bropin, MD 
AMIR H. MEHREGAN, MD 
Detroit 
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In Reply.—We read with interest the 
comments made by Drs Brodin and 
Mehregan regarding our diagnosis of 
VC in the case cited. Part of the 
difficulty revolves about the issue of 
what constitutes the spectrum of VC. 
Most authors refer to it as SCC, de- 
spite its relative lack of anaplasia. 
However, this is often the case in 
other types of SCCs such as keratoa- 
canthoma, oral florid papillomatosis, 
and Buschke-Lówenstein tumors. If a 
lesion such as VC is thought of as a 
type of SCC, why cannot a lesion with 
the histologic characteristics of SCC 
be referred to as VC if the clinical 
features are appropriate? 

As with most disease processes, sev- 
eral factors must be taken into 
account before making a diagnosis. To 
exclude this lesion as a case of VC 
solely on the basis of the degree of 
cellular pleomorphism may not be use- 
ful. Clinically, the lesions in the case 
reported by us were called "verrucae" 
by several physicians. In the final 
analysis, is it not the biologic behavior 
of this unique lesion that is most 
important with regard to the diagno- 
sis? 

SiGFRID A. MULLER, MD 
JAMES R. SEEHAFER, MD 
Rochester, Minn 


Cystic Chromomycosis Caused by 
Wangiella dermatitidis 


To the Editor.—Confusion and dispute, 
which have accompanied the generic 
classification of the fungus first 
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deseribed as Hormiscium dermatitid- 
is over the years; continue up to the 
present time, as shown in the Decem- 
ber ARCHIVES (115:1433-1434, 1979) in 
an article entitled “Cystic Chromomy- 
cosis due to Wangiella dermatitidis" 
by Greer et al. Wangiella dermatitid- 
is, as proposed by McGinnis? and later 
eorroborated with further isolates,’ 
does not show the Phialophora (phial- 
ides with collarettes) or the Clados- 
;'poriuwm. type of sporulation reported 
by Greer and colleagues for their iso- 
lates. It would seem inappropriate for 
these authors to apply the name W 
dermatitidis to an organism with a 
different type of sporulation and to 
disregard the work by McGinnis. In 
host tissue, W dermatitidis is re- 
ported to occur as dematiaceous myce- 
lium and not to develop in the form of 
muriform cells (sclerotic bodies)? Ac- 
cording to some authors, this basic 
difference classifies W dermatitidis 
as:an agent of phaeohyphomycosis 
and not of chromoblastomycosis.** 
The tissue morphology described by 
Greer et al for their isolate (in con- 
junction with the hitherto undescribed 
cystic presentation of a W dermatitid- 
is infection but well recognized for 
other causative agents in ehromoblas- 
tomycosis) casts further doubt on the 
correct identification of W dermati- 
tidis as the cause of the lesion de- 
scribed in their patient. Since little is 
known about true W dermatitidis 
infections, confirmation of the nature 
of the isolate by a reference laborato- 
.ry seems to be highly indicated to 
overcome the confusion that sur- 
rounds the generic classification of 
these fungi. This affords the only 
hope of discovering the true spectrum 
of disease and the true tissue morphol- 
ogy of W dermatitidis and other 
dematiaceous saprophytes with rare 
pathogenic potential.’ 
Peter Houk, MD 
Charleston, SC 
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In Reply .-We inadvertently ne- 
glected to give credit to the Bureau of 
Microbiological Science, Division of 
<+ Consolidated Laboratory Services, 
< Commonwealth of Virginia, Rich- 
mond, as our reference laboratory for 
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unusual isolates. They confirmed our 


identification. of our patient's isolate 
as Wangiella (Fonsecaea) dermatitid- 
is, 

While Padhye et al' did not demon- 
strate the Phialophora, Cladosporium, 
or Acrotheca types of sporulation in 
the 18 isolates they studied, other 
authors have described sparse sporula- 
tion similar to that found in our 


. ease.** All of these authors agree that 


thermotolerance is a key identifying 
characteristic and hydrolysis of tyro- 
sine is a constant feature; both were 
demonstrated in our isolate. 

The morphology of our patient's 
organism in tissue included short 
chains of fungal cells as described by 
Padhye et. al. The work by McGinnis? 
and Padhye et al was considered, as 
well as other reference materials, in 
our study. of this case. As Dr Hohl 
states, little is known about the spec- 
trum of W dermatitidis infections. 
We believed it important to report 
this case; after we confirmed the iden- 
tification, because of its. unusual fea- 
tures. 


Sau A. HARDING, MD. 


Columbia, SC : 
KENNETH E. GREER, MD 
Charlottesville, Va 
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Failure of Rifampin Therapy to Cure 
Cutaneous Leishmaniasis 


To the Editor.-We have read with 
interest the letters of Griffiths and 
Sodeify! and Vásquez? in which 
rifampin is mentioned as a valuable 
drug for the treatment of cutaneous 
leishmaniasis. As stated by Selim and 
Kandil who reported successful re- 
sults with the use of rifampin in 41 
patients with leishmaniasis, "thera- 
peutic measures bear the characteris- 
tics of being numerous, short lived, 
and disappointing after initial enthu- 
siasm." We would like to report two 
eases in which this statement unfortu- 
nately applies to rifampin as well. 
Report of Cases.—CASE L.—AÀ pustule 
developed on the upper lip of a 19-year-old 
woman three months after her return from 
Israel Later, an ulcer occurred on the 
upper lip and the right forearm. Three 


months after this occurrence, a^ biopsy 


specimen from the forearm lesion indi- 
cated Leishman-Donovan-like bodies, Ri- 
fampin therapy (600 mg twice daily for ten 
days) was started. During the course of 
treatment her condition worsened. Three 
weeks later, smear and culture from the 
right forearm lesion indicated amastigotes 
and promastigotes, respectively. A ten-day 
course of intravenous sodium antimony 
gluconate in a dosage of 600 mg/day was 
given. Seventeen days later, the ulcers had 
become pale, dry, and much less prominent; 
45 days after the drug therapy had ended, 
healing was complete, with moderate scar- 
ring. 

CASE 2.— A 19-year-old man had toured in 
Israel with patient 1. A few weeks after his 


return, four papules appeared on his neck. 


and the upper part of his left arm. The 
papules gradually ulcerated and remained 
unchanged for four months. Repeated 
biopsy specimens demonstrated Leishman- 
Donovan bodies. As the ulcers showed 
slight signs of regression, the lesions were 


‘left untreated for one month, but they 


failed to heal. Rifampin (600 mg twice 
daily) was then administered for ten days. 
This treatment was ineffective; the lesions 
were almost unchanged one month later. 
The patient. was unavailable for follow- 
ups. 

Comment.—Selim- and. Kandi as 
well as. Griffiths: and. Sodeify' re- 
ported healing or improvement of 
leishmaniasis within one to three 
weeks after rifampin therapy was 
begun. The condition of patient 1 
worsened while she was receiving 


rifampin therapy, and three weeks 


later, smears and culture were posi- 
tive for the organism. Patient 2 
showed no improvement while receiv- 
ing rifampin or in the month that 
followed. 

We must therefore question the 
effieacy of a short-term course of 
rifampin therapy for cutaneous leish- 
maniasis. 

I. C. BvcgiERG, MD 
LoNE KNUDSEN, MD 
MARIANNE KIEFFER, MD 
Copenhagen 


Nonproprietary Name and 
Trademarks of Drug 


Rifampin- Rifadin, Rimactane. 
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Mucinous Syringometaplasia 


To the Editor.-In a recent publica; 
tion, King and Barr! reported a case of 
a keratotie nodular lesion on the sole 
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Fig 1.—Top, Area of transition of stratified 
squamous epithelium into high columnar 
epithelium in middle of dermis (hematoxy- 
lin-eosin, x 200). Bottom left, Mucinous 
metaplasia of sweat ductal epithelium con- 
taining goblet cells (hematoxylin-eosin, 
x 400). Bottom right, Goblet cells contain 
PAS-positive and Alcian blue reactive 
material (Alcian blue-PAS, x 400). 


under the term "mucinous syringo- 
metaplasia.” Histologic sections of 
this lesion showed a central sinus-like 
dilated eccrine duct lined by a layer of 
stratified squamous epithelium in the 
superficial part. Deeper in the dermis, 
the ductal epithelium showed muci- 
nous metaplasia and contained goblet 
cells. A similar case was previously 
reported by Kwittken.* I am reporting 
another case of this rare lesion. 


Report of a Case.— A 35-year-old man was 
seen for a hyperkeratotic lesion on the sole 
of two years' duration. A clinical diagnosis 
of plantar wart was made, and the lesion 
was surgically excised. Histologic examina- 
tion indicated hyperkeratosis and notable 
thickening of the epidermis. In the center 
of the lesion was a sinus-like dilated 
eccrine duct extending from the surface 
deep into the dermis. In the upper part of 
the lesion, the sinus was lined by a layer of 
stratified squamous epithelium. In the low- 
er part, there was an area of transition of 
the stratified squamous epithelium into 
high columnar epithelium containing a 
number of goblet cells (Fig 1). In the 
sections stained with Alcian blue-PAS, the 
goblet cells stained a deep purple, suggest- 
ing the presence of PAS-positive and 
Alcian blue reactive acid mucopolysacchar- 
ide, most likely sialomucin. There was also 
notable mucinous metaplasia of cells sur- 
rounding multiple luminae in the underly- 
ing sweat coils (Fig 2). 

Comment.—In all three cases with 
this lesion reported to date, the 
growth was solitary and appeared on 
the plantar surface. Histologically, 
they have all shown mucinous meta- 
plasia of eccrine duct epithelium with 
the formation of goblet cells. It is not 
yet clear whether this lesion is an 
unusual reactive process or is a rare 
neoplasia. 

AMIR H. MEHREGAN, MD 
Monroe, Mich 
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Fig 2.—Top, Mucinous metaplasia of cells 
surrounding central lumina (hematoxylin- 
eosin, x 400). Bottom, Epithelial mucin is 

AS-positive and Alcian blue reactive sug- 
gesting sialomucin (Alcian blue-PAS, 
x 400). 





Gentle, low-pH cleansing. 


Mild, non-complicating cleansing is often the indicated 
first step in the treatment of many dermatologic 
conditions. 


And evidence shows that low pH cleansers reduce 
potential for skin irritation.' 


New pHresh 3.5" solution is the lowest pH skin 
cleanser available. Laboratory tests show it to have 
a very low irritation index.? It is non-irritating and 
non-drying, particularly important for patients with 
sensitive skin. 


Further, pHresh 3.5 cleanser does not interfere with 
the action of benzoyl peroxide or other topical 
acne preparations, nor with topical steroid therapy. 


Because of its uniquely gentle nature, pHresh 3.5 
cleanser has many uses in your practice—both 
for specific skin conditions and for general skin care. 
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2. Data on file, Medical Department, Riker Laboratories; Inc 
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Gentle. Versatile. 


Riker Laboratories, Inc. 
Northridge, California 91324 





New Neutregena T/Gel Shampoo m 


The Neutrogena | A 
Tradition Z 

in a Potent 
Therapeutic 
Shampoo 


CLEAR ELEGANCE 


Crystal clear. Clean, herbal 
fragrance. No compromise in 
efficacy. A potent therapeutic tar 
shampoo your patients will want 
to use every day. 


Recommend Neutrogena“ 
T/Gel "Shampoo for adjunctive 
therapy of scalp psoriasis, 
dandruff and seborrheic 
dermatitis. 
T/Gel Contains: Neutar™ Solubilized Coal Tar 
Extract 2% in a bland shampoo base. 
For more information or samples, contact 
- your Neutrogena representative or call: 
— D l 
‘cutrogena Dermatologics 
Division of Neutrogena Corporation 
5755 West 96th Street 
Los Angeles, California 90045 
(800) 421-6857 toll-free, 
in California call: collect (213) 776-5223 Neutrogena Corporation 1980 412 8 
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Maybe his 
corticosteroid 
works... 


but will he 
"wear ittothe 
office? 


4 





The differences in efficacy among the various corticosteroid creams are difficult 

to assess. Getting patients to comply with the prescribed treatment schedule is 
often as critical to achieving desired results as is the potency of the active ingredient. 
For many patients, a corticosteroid cream must be cosmetically acceptable as well 
as effective. Emollient Cordran SP excels in this regard because it 


[]leaves no visible residue 





occludes without being greasy 

soothes and softens irritated skin 

With Cordran SP. compliance is more likely 

because side effects are kept at a minimum 

as a result of the moderate, but nevertheless 

effective, dosage strength of its active ingredient. = 
Emollient Cordran SP is available in two 

strengths—0.05 percent and 0.025 percent — 


that effectively treat most corticosteroid- emollient cream 


responsive dermatoses. A 30-gm tube 


of Cordran SP is the right size for most 
patients as well as the most economical. r 1 an 


Jlurandrenolide 


te DISTA 
See adjoining column for summary of prescribing information. 

















Cordran® SP 
flurandrenolide 


Brief Summary. Consult the package 
literature for prescribing information. 


Description: Cordran is a potent cortico- 

e steroid intended for topical use 

Each gmof Cream Cordran SP contains 
\ -0.5 mg (0.05 percent) or 0 25 mg (0.025 

percent) flurandrenolide in an emulsified 

base composed of stearic acid, cetyl 

alcohol, mineral oil, polyoxy! 40 stearate, 

propylene glycol, sodium citrate, citric 

acid, and purified water 

Actions: Cordran is primarily effective 

because of its anti-inflammatory, antipru- 

ritic, and vasoconstrictive actions 


Indications: For relief of the inflammatory 
manifestations of corticosteroid- 
responsive dermatoses 


Contraindications: Topical cortico- 
steroids are contraindicated in patients 
with a history of hypersensitivity to any of 
the components of these preparations 


Precautions: |f irritation develops, the 
product should be discontinued and ap- 
propriate therapy instituted 

In the presence of an infection, an 
appropriate antifungal or antibacterial 
agent should be used. If a favorable 
response does not occur promptly, the 
corticosteroid should be discontinued 
until the infection has been adequately 
controlled 

If extensive areas are treated or if the 
occlusive technique is used, there will be 
increased systemic absorption of the cor- 
ticosteroid, and. suitable precautions 
should be taken, particularly in children 
and infants 

k Although topical corticosteroids have 

not been reported to have an adverse 
effect on human pregnancy, the safety of 
their use on pregnant women has not 
been absolutely established. In labora- 
tory animals, increases in incidence of 
fetal abnormalities have been associated 
with exposure of gestating females to 
topical corticosteroids, in some cases at 
rather low dosage levels. Therefore, 
drugs of this class should not be used 
extensively, in large amounts, or for pro- 
longed periods of time on pregnant 
patients 

This product is not for ophthalmic use 


Adverse Reactions: The following local 
adverse reactions have been reported 
with topical corticosteroid formulations 
acneform eruptions, allergic contact der- 
matitis, burning, dryness, folliculitis, hy- 
pertrichosis, hypopigmentation, irritation, 
itching, and perioral dermatitis 

The following may occur more fre- 
quently with occlusive dressings: macer- 
ation of the skin, miliaria, secondary 
infection, skin atrophy, and striae 
Administration and Dosage: For moist 
lesions, a small quantity of the cream 
should be rubbed gently into the affected 
areas two or three times a day [071078] 
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Additional information available 
to the profession on request 
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Dista Products Company 
Division of Eli Lilly and Company 
Indianapolis, Indiana 46285 








That’s what keeps CPT-4 
the most current medical 
reporting system you can use! 


The 4th Edition of Physicians’ CUR- 
RENT PROCEDURAL TERMINOLOGY 
is the only coding system that pro- 
vides new and revised terminology on 
a regular basis. This latest update, 
Summer 1980, marks the fourth up- 
date since CPT-4 was published in 
1977. 

The updates are on self-adhering 
pages that are affixed to the pages 
they replace in CPT-4. To activate the 
update mechanism, you simply return 
the postage-free card in the book. 

CPT-4 is a uniform coding system 
to accurately designate medical, 
diagnostic, and surgical services in 
terms of a uniform language among 
physicians, patients, and third parties. 

Shouldn't you be using the most 
current coding system available? 

Order two—one for yourself, one 
for your medical records clerk. 


Order Dept., OP-41 

American Medical Association 
P.O. Box 821 

Monroe, Wisconsin 53566 


Pleasesend me — | |  . copy(ies) 
of Physicians CURRENT PROCEDURAL 
TERMINOLOG Y, 4th Edition, OP-41. Price: 
$12 per copy. Enclosed is my check (pay- 
able to AMA)for$ | |  . . ..Allow 
4-5 weeks for delivery. 


Name 





Address _ 





City/State/Zip 

















Now a product of 
DERMATOLOGICAL DIVISION 
ORTHO PHARMACEUTICAL 
CORPORATION 
Raritan, New Jersey 08869 


a fohmonsfohmon Company 
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jx News and Notes : 


v; Ninth Annual Clinical and Scientific 
.Meeting.-Abstraets are now being 
-accepted for the Ninth Annual Clini- 
cal and Scientific Meeting of the 
American Society for Dermatologic 


¿o Surgery to be held at the Fairmont 


Hotel, Philadelphia, April 22-26, 1981. 

The meeting program director is 
> Ronald R. Lubritz, MD. 

Abstracts are due Oct. 1, 1980. For 
abstract forms or registration infor- 
- mation, contact the American Society 
for Dermatologie Surgery, 820. Davis 
USt, Evanston, IL 60201; or call. (812) 

869-3959. 


Dermatology Conference,—The ninth 
conference of the 
Indian Association of Dermatologists, 
Venereologists, and Leprologists will 
be held at MGM Medical College, 


. Indore (MP), India, Jan. 8-10, 1981. H 








gy, venereology, and le 
of registration may be 
Dr N. C. Sethi, Manik Bhawa 
ganj, Indore 452001, India. 





Pediatric Dermatology Sem 
Eighth Annual Pediatric Dermatology 
^ Seminar will convene at the Eden Roc 
Hotel, Miami Beach, Feb.26-March 1, 

1981. It will be followed by.a 12-day 
postseminar tour to Tahiti and New 
Zealand, with an optional extension to 
Australia. 

For information, contact Guinter 
Kahn, MD, 16800 Second Ave NW, 
Miami, FL 33169; or call (805) 652- 
8600. 





`; International Congress of Chemother- 
; apy.—The 12th International Congress 
f Chemotherapy will be held July 
19-24, 1981, in Florence, Italy. Antimi- 
erobial, anticancer, and antiviral 
chemotherapy and immunology and 
immunotherapy will be discussed. The 
deadline for abstracts is Feb 15, 1981. 
There will be pharmaceutical, techni- 
eal, and publication exhibits related to 
chemotherapy. 

For further information, write to 
Secretariat, 12th International Con- 
gress of Chemotherapy, Via della 
<c Seala, 10, Florence, Italy, 50123. 
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Dermatology Meeting.--The Central 
States Dermatological Society will 
hold its 49th annual meeting May 
16-17, 1981, in Ann Arbor, Mich. Guest 
speakers will include Dr Peter Pochi, 
Dr Samue! Moschella, and Dr Thomas 
Lawley. 


Seminars on Hansen's Disease.—Sem- 
inars on eurrent concepts in the diag- 


nosis and treatment of Hansen's dis-, 


ease will be held Oct 21-22, 1980; 
March 10-11, 1981; and May 12-13, 


1981. The program is sponsored by. the 5s 


US Publie Health Service Hospital, 
Carville, La. The course is accredited 
on an hour-for-hour basis for category 
1 credit toward the AMA Physician, 8 
Recognition Award. 


ty/affirmative action employer. 
Women and members of minority 
groups are encouraged to apply. 


Mycology Review.—-The Stanford 
(Calif) University Department of Der- 
matology will offer a “Mycology 
Review” Oct 10 and 11, 1980, at Stan- 
ford University Medical Center. This 
AMA-accredited course is designed 
for residents in. dermatology and 


pathology. Sessions will include lec- 
fures covering superficial and sys- 


temic fungi and a review of cultures 


and. Kodachromes of microscopics. 


Applicants may register for one or 


both days; sessions will begin at 9 AM. 
-For information, contact Paul H, 
_ Jacobs, MD, Department of Dermatol- 


: ORY, Stanford University School of 


a Assistant Research | 
Needed.— This individual should havea 


BE PhD. or MD degree and broad. experi- 
` ence in cell biology as well as. 


a spec- 
trum of immunologie and biochemical 





The methods used to study mammalian 


cells. Ideally, he/she should have 
expertise in immunologic cell labeling 
techniques and immunocytochemis- 
try; radioimmunoassays for steroids 
and related compounds; cell homoge- 
nization and fractionation methods; 
column, gas-liquid, and thin-layer 
chromatography; and autoradiogra- 
phy. In addition, this scientist must 
have experience with both cell and 
organ culture of human epidermal 
cells. It is expected that this person 
will hàve a strong background in the 
application of light mieroseopy, fluo- 
rescence’ microscopy, and scanning 
and transmission electron microscopy 
to the study of biologic problems. 
National Institutes of Health funding 
for this position is available for three 
years, beginning as early as Aug 1, 
1980. Performance site is the Veter- 
ans Administration Medieal Center, 
San Francisco. Send resumes to Dr 
Peter M. Elias, Dermatology Research 
Unit, Dermatology Service (190), VA 
Medical Center, San Franeiseo, CA 
94121. The University of California, 
San Francisco, is an equal opportuni- 


Medicine, Stanford, CA 94305. 
 Biochemist ^. 


Assistant Chief Needed.— The Derma- 
tology Service at the Veterans Admin- 
istration Medieal Center is seeking an 
assistant chief with a joint appoint- 
ment in the Department of Dermatol- 
ogy at the University of California, 
San Francisco. Responsibilities in- 
clude supervision and teaching of 
house officers and students, attending 
in clinic three half-days per week, and 
sharing administration responsibili- 
ties with the service chief. Applicants 
should have demonstrated interest in 
clinical and/or laboratory research, 
preferably in skin oncology; strong 
laboratory support is available. Posi- 
tion and salary are dependent on prior 
experience and productivity, with sup- 
plementation possible in the Universi- 
ty of California faculty practice. Send 
resume and letters of reference to 
Wiliam L. Epstein, MD, Chairman, 
Department of Dermatology, Univer- 
sity of California School of Medicine, 
San Francisco, CA 94143. The Univer- 
sity of California, Sàn Francisco, is an 
equal opportunity/affirmative action 





NE 


employer. Women and members o e 


minority groups are encouraged to 
apply. 


News and Notes 


The Division of Dermatol- 
ogy of the Department of 
Medicine of Duke University 
Medical Center is searching 
for a gifted clinician educa- 
tor to begin at Duke in 
August 1981. Responsibili- 
ties will be patient care, 
teaching and clinical re- 
search. This is a unique 
opportunity for an academic 
clinician to grow in an excit- 
ing dermatological environ- 
ment. Salary is based on 
clinical activity, and is calcu- 
lated on a realistic, competi- 
live basis. Duke is an equal 
opportunity employer. 
Please reply in confidence 
to: Gerald S. Lazarus, M.D., 
J. Lamar Callaway, Professor 
of Dermatology, Chief, Divi- 
sion of Dermatology, Box 
2987, Duke University Medi- 
cal Center, Durham, N.C. 
27710 or (919) 684-2504. 


Postdoctoral position on a 
National Institutes of Health 
Training Grant in Cell and Molec- 
ular Dermatology is available on 
and after July 1, 1980. Three 
major areas of investigation 
available to the trainee are: 
regulation at the biochemical 
level, cell physiology and immu- 
nology. The candidate should be 
a physician with or without prior 
training in dermatology. Salary 
will be commensurate with years 
of training. Interested applicants 
should send their curriculum 
vitae to: Department of Derma- 
tology, University of Michigan 
Medical School, R6558 Kresge 
Medical Research Building, Ann 
Arbor, Michigan 48109. The Uni- 
versity of Michigan is an Equal 
Opportunity Employer 
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Cream/Ointment/Solution 
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BETADINE Skin Cleanser | 
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. Efficacy documenter 
-double-blind clinical trials. 
In estigators in eleven different locations participate | " 

reatment with Staticin a d 126 patients to 


|. 127 patients were randomly assigned to t 
. vehicle, which served as a control. — 


sene and 95% had at lea 
i ; t 


$ taticin was statistically superior to 
the control vehicle in the majority - | 


. of studies. 


. In six of eleven studies involving a total of 151 patients, | | 
Staticin was significantly more effective than the control |. 


ehicle (the Staticin formulation without erythr 


these six studies almost eight of every ten Staticin- (o stu 


ted patients experienced excellent or good global : 

response after twelve weeks of therapy. This proportion 
was about twice as great as that for the control vehicle 
.. group. In three of the other studies there was no. 
difference observed between Staticin and its vehicle, 
with excellent or good global response being recorded 

in better than 70% of patients. In the remaining two- 

Studies there was an unusually low response to both: 

Staticin and the control vehicle, with only about a third 

of the patients experiencing excellent or good global 

response. One of these studies had an unusually small. . 
<: Sample size, enrolling only eight patients in total. 


ce Please see last page for brief summary of prescribing information. 


To qualify for the study, a patient was required to have at least 


sponse maintained — 
owed for upto - 
rw 


T ontrolled: 
‘olled, closely 
hese patients were. © 


| efficacy or safety. Both of these patients were P 
experiencing excellent or good response at theirlast 


visit. Excellent or good response was maintained in - 


twenty of the twenty-four patients (88%) who could be 
. evaluated at the end of this phase. Four patients showed 
| adecrease from excellent or good to fair. Ten ofthe .— 
twenty-four patients reported adverse reactions during ^ 
the open-label phase of the studies. The reactions 2 


reported were generally mild drying or an oily feeling. 
They did not cause discontinuation of therapy in any 


patient. Three of the patients had daily dosage 


frequency reduced. 





"T unique, patented, non-aqueous formulation to provide. : oe 


for the antibiotic. The vehicle provides a mild drying and 
on, although this action has not been clinically documented to help - 
trol of acne. The fragrance used is hypoallergenic and has been 
ified by the Research Institute for Fragrance Materials not to contain any 
known menan ng substances. 


f bott er protects Staticin from the effects of light. lis. high degree of 
ility is ar inherent result of its unique formulation. Particulate matter will not 
nin Staticin. z 


Stability assured tor two years. 


During manufacture, Staticin i is subjected to ongoing tests to assure stability. 


: Sampl es of Staticin are stored and constantly monitored for prolonged a aeiy oe 


Patients who 5 respond usually see substantial improvement. 
within the first four weeks of therapy. 


Will not stain or discolor skin. 
< @ Quick and easy to apply. 
eo No refrigeration means no inconvenience. 


Ready to dispense at pharmacy, no waiting 
for compounding. 


SIMPLE b.i.d. dosage, ONCE IN THE MORNING, 


ONCE IN THE EVENING. 








Welch Allyn introduces a light source... 
second only to the sun. 


The NEW Halogen Exam Lite" 


Welch Allyn's new Halogen Exam 
Lite brings Halogen illumination out 
into the open for the first time. 


It's perfect for offices and exam 
areas where accurate illumination is 
needed. 


A general purpose illuminator that 
offers economy, efficiency, 
convenience, versatility, and all the 
` benefits of Halogen lighting. 


O HALOGEN ILLUMINATION —An 
intense Halogen lamp for brilliant 
light. 3,100*K, 3,500 ft. candles 
(37,500 lumens per sq. meter) at a 
distance of 4 in. (10 cm.), life 50 
plus hours 


O FIBER OPTICS—Obedient, yet 
flexible fiber optics yield even and 
cool illumination at the distal end. 

. 48 in. (122 cm.) 


O LITE BOX—A cool and quiet lite 
box, no fan or noise, designed to 
complement any decor (UL and 
CSA approved) 


O LENS SYSTEM—A small easy-to- 
use lens focussing system for 
adjusting and concentrating the 
light spot 


O SHEATH—A disposable, clean 
sheath that prevents contamination 


O MODES OF USE— Mount on wall, 
exam table, desk or use as a 
portable unit mounted on a mobile 
stand 


C] EFFICIENT— Economically 
efficient; draws only 30 watts of 
power while providing the finest 
diagnostic lighting available 


Contact your Welch Allyn dealer for a 
demonstration today! 


Wa WELCH 





LB ALLYN 


Lighting the way since 1915 
Welch Allyn, Inc. Skaneateles Falls, New York 13153 








SEBORRHEIC 
DERMATITIS: 
THE CHALLENGE 
OF TOPOGRAPHY 
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TOPSYN" (fluocinonide) 
Gel 0.05% 


Description TOPSYN ge! 0.05% contains the active 
compound fluocinonide. Fluocinonide, which is 
the 21-acetate ester of fluocinolone acetonide, has 
the chemical formula 6a, 9-difluoro-118, 16a, 17, 21- 
tetrahydroxypregna-1, 4-diene-3, 20-dione, cyclic 
16, 17-acetal with acetone, 21-acetate. 

TOPSYN gel contains fluocinonide 0.5 mg./g. in 
gel base of propylene glycol, propyl gallate, disodi- 
um edetate, and Carbopol 940 (carboxypoly- 
methylene) with NaOH and/or HCl added to 
adjust. the pH. This clear, colorless, thixotropic 
vehicle is greaseless, nonstaining and completely 
water miscible. The active ingredient is totally 
in solution. 

Indications Inflammatory manifestations of corti- 
costeroid-responsive dermatoses. 
Contraindications Topical steroids are contrain- 
dicated in patients with a history of hypersensitiv- 
ity to any of the components of the preparation. 
Precautions If irritation develops, discontinue the 
gel and institute appropriate therapy. 

In the presence of an infection, institute use of an 
appropriate antifungal or antibacterial agent. If a 
favorable response does not occur promptly, dis- 
continue the corticosteroid gel until the infection 
has been adequately controlled. 

If extensive areas are treated or if occlusive tech- 
nique is used, there will be increased systemic 
absorption of the corticosteroid and suitable pre- 
cautions should be taken, particularly in children 
and infants. 

The safety of topical steroids in pregnant women 
has not absolutely been established. In laboratory 
animals, increases in incidences of fetal abnor- 
malities have been associated with exposure of 
gestating females to topical corticosteroids, in 
some cases at rather low dosage levels. Therefore, 
drugs of this class should not be used extensively 
on pregnant patients, in large amounts or for pro- 
longed periods of time. 


TOPSYN® (fluocinonide) gelis not for ophthalmic use. 


_ Adverse Reactions Local adverse reactions re- 


ported with topical corticosteroids: burning. itch- 
ing. irritation, dryness, folliculitis, hypertrichosis, 
acneform eruptions, hypopigmentation, perioral 
dermatitis, allergic contact dermatitis, maceration 
of the skin, secondary infection, skin atrophy. 
striae, miliaria. 

Dosage and Administration Asmall amountshould 
be gently massaged into the affected area three or 
four times daily, as needed. 


How Supplied 
TOPSYN Gel 0.05% — 15, 30 and 60g. tubes. 


Syntex Laboratories, Inc. 
Palo Alto, California 94304 
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American Medical Association 
Physicians’ 

Placement 

Service 


Opportunity ^y 
Placement ey 
Register 


.. If you're looking 
for a new practice opportunity 


This new AMA opportunity Placement 
Register contains a description of 
over 4,000 available practice oppor- 
tunities. Each listing is a brief coded 
summary covering location, type of 
practice, area of specialization, and 
other data. Included are two indexes 
to assist you in quickly finding the 
most suitable opportunity. 





. . -Or looking for a 
physician to fill a position 


The new AMA Physician Placement 
Register lists over 4,000 physicians 
seeking new practice opportunities. 
It includes a brief coded vitae, as well 
as specialty and type of practice 
preferences and current professional 
status. Two computer-generated in- 
dexes facilitate finding suitable can- 
didates. 


Fast turnaround! 


Either Register is mailed within 24 hours of receipt of 
your request. After receiving your selections of the prac- 
tice opportunities or physicians on which you want fur- 
ther information, full-page computer printouts on each 
selection are sent within 10 days. 


Order your Register now! 


Published quarterly by the AMA Physicians’ Placement 
Service, these two Registers are the only comprehen- 
sive national listings of practice opportunities and 
physicians who are seeking new positions. Use the ap- 
propriate coupon below for the Register you desire. 


OPPORTUNITY PLACEMENT REGISTER 


AMA Physicians’ Placement Service 
American Medical Association 
535 N. Dearborn/Chicago, IL 60610 


YES, | am interested in a new practice 
opportunity. Please send me the new 
AMA OPPORTUNITY PLACEMENT 
REGISTER, along with the registration 
form. 


Name 





Address 





City/State/Zip 





PHYSICIAN PLACEMENT REGISTER 


AMA Physicians’ Placement Service 
American Medical Association 
535 N. Dearborn/Chicago, IL 60610 


YES, | am seeking the services of a 
physician. Please send me the new AMA 
PHYSICIAN PLACEMENT REGISTER, 
along with the registration form. 

Name 


Organization £ 





Address 





City/State/Zip 
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Rx:roral your acne patients 


Desquam-X Wash (4% Benzoyl Peroxide) 


% Reduction in Surface P acnes with Desquam-X Wash 


|" 
! late HT I ET 
EET T CERTEN 


6 ETO ETT 12-13 T 15 be 
"DAY oF TREATMENT 
*Data on file at Westwood Pharmaceuticals. 


Therapy to start with and stay with. 


@ Provides baseline benzoyl peroxide therapy. 
Judge its effectiveness before adding other 
medications...you may not need to. 


@ Convenience and lack of harshness enhance 
patient compliance. 


@ Economical and convenient for large body 
areas. 


@ Cleanses and medicates. 


UESTWOOD” 


PHARMACEUTICALS INC. 
Buffalo, New York 14213 


91980 W.P Inc. In Canada, Belleville, Ontario K8N5E9 


Desquam-X® Wash contains 4% benzoyl 
peroxide, sodium octoxynol-3 sulfonate, 
water, dioctyl sodium sulfosuccinate, sodium 
lauryl sulfoacetate, magnesium aluminum 
silicate, methylcellulose, EDTA. 
CONTRAINDICATIONS: Not to be used in 
patients known to be sensitive to benzoyl 
peroxide or other ingredients. 
PRECAUTIONS: Avoid contact with eyes 
and mucous membranes. To prevent bleach- 
ing, avoid contact with hair. Keep this and 
all drugs out of the reach of children. For 
external use only. 

NOTE: May bleach colored fabrics. 

HOW SUPPLIED: Plastic bottles 5 oz. 
(141.8 g.) 

CAUTION: Federal law prohibits dispensing 
without a prescription. 

For full prescribing information, see pack- 
age insert. 
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With acne, the wish to be invisible 
is not just an adolescent fantasy. 





MINOCIN 


MINOCYCLINE HC! 


In severe acne, the tetracyclines 
may be useful adjunctive therapy. 


MINOCIN® wnNocycuwe HCI 
Oral and Intravenous Brief Summary 


Indications: For the treatment of susceptible gram-positive and 
gram-negative organisms. In severe acne, the tetracyclines may be 
useful adjunctive therapy. For full list of approved indications 

consult labeling. 

Contraindications: Hypersensitivity to any tetracycline. 

Warnings: In the presence of renal dysfunction, intravenous use, 
particularly in pregnancy, in daily doses exceeding 2 grams has been 
associated with deaths through liver failure. When need for intensive 
treatment outweighs potential dangers, perform renal and liver function 
tests before and during therapy; also follow serum concentrations. In 
renal impairment, usual doses may lead to excessive accumulation and 
liver toxicity. Under such conditions, use lower total doses, and, in 
prolonged therapy, defermine serum levels. This hazard is of particular 
importance in parenteral use in pregnant or postpartum patients with 
pyelonephritis. In such cases, the blood level should not exceed 15 


mcgm/ml and liver function tests should be made at frequent intervals. 


Do not prescribe other potentially hepatotoxic drugs concomitantly. 

THE USE OF TETRACYCLINES DURING TOOTH DEVELOPMENT (LAST HALF 
OF PREGNANCY, INFANCY AND CHILDHOOD TO THE AGE OF 8 YEARS) MAY 
CAUSE PERMANENT DISCOLORATION OF THE TEETH (YELLOW-GRAY- 
BROWN). This is more common during long-term use but has been 
observed following repeated short-term courses. Enamel hypoplasia has 
also been reported. TETRACYCLINES, THEREFORE, SHOULD NOT BE 
USED IN THIS AGE GROUP UNLESS OTHER DRUGS ARE NOT LIKELY TO BE 
EFFECTIVE OR ARE CONTRAINDICATED. Photosensitivity, manifested by 
an exaggerated sunburn reaction, has been observed in some individ- 
uals taking tetracyclines. Advise patients apt to be exposed to direct 
Sunlight or ultraviolet light that such reaction can occur, and discon- 
tinue treatment at first evidence of skin erythema. Studies to date 
indicate that photosensitivity is rarely reported with MINOCIN 
Minocycline HCI. The antianabolic action of tetracycline may cause an 
increase in BUN. In patients with significantly impaired renal function, 


100 mg b.i.d. or 50 mg a.i.d. 


higher serum levels of tetracycline may lead to azotemia, hyperphos- 
phatemia and acidosis. CNS side effects (lightheadedness, dizziness, 
vertigo) have been reported, may disappear during therapy, and always 
disappear rapidly when drug is discontinued. Caution patients who 
experience these symptoms about driving vehicles or using hazardous 
machinery while taking this drug. 

Pregnancy: In animal studies, tetracyclines cross the placenta, are 
found in fetal tissues, and can have toxic effects on the developing 
fetus (often related to retardation of skeletal development). Embryo- 
toxicity has been noted in animals treated early in pregnancy. 
Newborns, infants and children: All tetracyclines form a stable 
calcium complex in any bone-forming tissue. Prematures, given oral 
doses of 25 mg/kg every 6 hours, demonstrated a decrease in fibula 
growth rate, reversible when drug was discontinued. Tetracyclines are 
present in the milk of lactating women who are taking a drug of 

this class. 

Precautions: Use may result in overgrowth of nonsusceptible 
organisms, including fungi. If superinfection occurs, discontinue and 
institute appropriate therapy. In venereal diseases, when coexistent 
syphilis is suspected, darkfield examination should be done before 
treatment is started and blood serology repeated monthly for at least 
four months. Patients on anticoagulant therapy may require downward 
adjustment of such dosage. Test for organ system dysfunction (e.g., 
renal, hepatic and hemopoietic) in long-term use. Treat all Group A 
beta-hemolytic streptococcal infections for at least 10 days. Avoid giving 
tetracycline in conjunction with penicillin 

Adverse Reactions: GI: (with both oral and parenteral use): anorexia, 
nausea, vomiting, diarrhea, glossitis, dysphagia, enterocolitis, inflam- 
matory lesions (with monilial overgrowth) in anogenital region. Skin: 
maculopapular and erythematous sashes. Exfoliative dermatitis (uncom- 
mon). Photosensitivity is discussed above ("Warnings"). Pigmentation of 
the skin and mucous membranes has been reported. Renal toxicity: 
rise in BUN, dose-related (see "Warnings"). Hypersensitivity reactions: 
urticaria, angioneurotic edema, anaphylaxis, anaphylactoid purpura, 
pericarditis, exacerbation of systemic lupus erythematosus. In young 
infants, bulging fontanels have been reported following full thera- 
peutic dosage, disappearing rapidly when drug was discontinued. 
Blood: hemolytic anemia, thrombocytopenia, neutropenia, eosinophilia 
CNS: (see "Warnings"). When given in high doses, tetracyclines may 
produce brown-black microscopic discoloration of thyroid glands; no 


abnormalities of thyroid function studies are known to occur. 

NOTE: Rapid administration is to be avoided. Parenteral therapy is 
indicated only when oral therapy is not adequate or tolerated. Oral 
therapy should be instituted as soon as possible. If intravenous therapy 
is given over prolonged periods of time, thrombophlebitis may result. 
Concomitant therapy: Antacids containing aluminum, calcium, or 
magnesium impair absorption; do not give to patients taking oral 
minocycline. Studies to date indicate that absorption of MINOCIN is not 
notably influenced by foods and dairy products. 


CNS side effects including lightheadedness, 
dizziness, or vertigo have been reported with 
MINOCIN Minocycline HCI. Patients who 
experience these symptoms should be 
cautioned about driving vehicles or using 
hazardous machinery while on minocycline 
therapy. If renal impairment exists, lower 
than usual total doses are indicated. (See 
WARNING in Package Insert.) Therapy 
should not be continued unless bacteriologic 
testing indicates appropriate susceptibility of 
causative pathogens to MINOCIN. Enamel 
hypoplasia/tooth staining can occur in 
children under eight years of age. 

Tissue penetration is regarded as essential to 
therapeutic efficacy but specific penetration 
levels have not been directly correlated with 
specific therapeutic results. 


LEDERLE LABORATORIES 
A Division of American Cyanamid Company 
Wayne, New Jersey 07470 


© 1980 Lederle Laboratories 264-0 





Senior Physicians! 


Join the AASP... 


The AASP is the American Association of 
Senior Physicians, the only national or- 
ganization devoted exclusively to the 
needs and interests of physicians who are 
in their later years or planning to retire. 


get a gold mine 

of information on 

planning for your 
later years! 


The AASP Literature Resource Center of- 
fers an extensive collection of articles on 
every phase of retirement planning—and 
they're free to AASP members. The arti- 
cles cover such subjects as: estate and 
financial planning, preparing your 
portfolio for retirement, second career 
pre-planning, effects of new tax laws, and 
closing a medical practice. Also available 
is a list of books on retirement by com- 
mercial publishers. 

Get more out of your later years; join 
the AASP now. For full information, write: 


N AMERICAN ASSOCIATION 
RN OF SENIOR PHYSICIANS 


S 536 North State Street 
Chicago, Illinois 60610 


[> 312-644-3092 





240 grams (8 oz ) 


0.1% 





Store at room temperature; avoid 
"0r Federal law prohibits d pem 
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ee The widest spectrum of 
benzoyl peroxide therapy 





PanOxyl AQ 21^ > The widest spectrum of aqueous gels... 


B Lo neronade 24%) including the only 2⁄2% strength 


Pan | > As effective as alcohol gels 
B m Minimally grins 

® > Excellent patient tolerance and 
PanOxyl complance 
(Benzoyl peroxide 1096) 


> Alcohol reduced to 20% 


Pa & ... With no loss in effectiveness 
nOxyl 5 > Solvent action of alcohol makes them 
(Benzoyl peroxide 596) ? 


ideal for oily skin 


PanOxyl x | 0 > Less stinging than older gels 
) 


(Benzoyl peroxide 10% > Reliable, long-lasting stability 





ram qeu SENE RETEST a ae 





„including the only 2/4” formulation - 


PanOxyl AO 2 
| y (Benzoyl peroxide 2/596) 


> The mildest benzoyl peroxide gel available 


> The benzoyl peroxide therapy of choice 
for patients with dry or fair skin 


> Unsurpassed for initiating therapy or 
maintenance regimens 


Logical complement to tretinoin therapy 





Composition: PanOxyl AQ 2 contains 2/496 benzoyl peroxide in a gel base formu- 
lated with purified water, polyoxyethylene lauryl ether, propylene glycol, sodium lauryl 
sulfate, carbomer 934P and di-isopropanolamine. 


PanOxyl AQ 5 contains 5% benzoyl peroxide in a gel base formulated with purified — 

water; polyoxyethylene lauryl ether, propylene glycol, sodium lauryl sulfate, carbomer 

934P and di-isopropanolamine. 

PanOxyl AQ 10 contains 10% benzoy! peroxide in a gel base formulated with purified 
: ' r water, polyoxyethylene lauryl ether, propylene glycol, sodium lauryl sulfate, carbomer 

Pan Oxyl AQ 2⁄2 $3 A 934P and di-isopropanolamine. 

PanOxyl 5 contains 5% benzoyl peroxide, 2096 alcohol, polyoxyethylene lauryl ether, 

colloidal magnesium aluminum silicate, hydroxypropylmethylcellulose, citric acid and 

purified water. 


PanOxyl 10 contains 10% benzoyl peroxide, 20% alcohol, polyoxyethylene lauryl ether, 


colloidal magnesium aluminum silicate, hydroxypropylmethylcellulose, citric acid and 
purified water. 


Caution: Federal Law prohibits dispensing without a prescription. 
PanOxyl AQ 10 Action and Uses: The topical use of PanOxyl AQ 2/4, PanOxyl AQ 5, PanOxyl AQ 10, 

3 PanOxyl 5 and PanOxyl 10 provides therapeutic control of acne through drying and 
desquamative action, as well as providing antiseptic activity. 
Indications: Use as an aid in the treatment of acne. 
Dosage and Administration: After washing as instructed, apply ! or 2 times daily to 
affected areas. 
Contraindications: Patients with a known sensitivity to benzoyl peroxide should not 
employ these medications. 


Precautions: For external use only. Do not permit products to come in contact with — — 
the eyes or mucosal membranes. Keep these and all drugs out of the reach of children, 
Very fair individuals should always be started on a single application at bedtime, allowing — 
the medication to remain on the skin overnight. PanOxyl AQ and ging Wms may 22M 
bleach hair and colored fabrics. Keep from the heat. Store PanOxyl 5 and PanOxyl 10 — 
below 80° F Y 


Supplied: PanOxyl AQ 2/2, PanOxyl AQ 5, PanOxyl AQ 10, 
PanOxyl 5, and PanOxyl 10 are supplied in 2.0 ounce and 4.0 
ounce plastic tubes. 


SUDE TO THE PANOXYL SPECTRUM 


SKIN TYPE 
DRY AVERAGE OILY 








THERAPY 


PanOxyl 5 


PanOxyl 10 






Typical applications of PanOxyl AQ and PanOxyl. 
As always, individual patient response and your own clinical 
judgment provide the most precise guide to therapy 





From dry skin to oily ... from mild acne 
‘to severe... there is a form and strength 
of PanOxyl to suit each acne patient's 
individual needs. 






For additional information on PanOxyl products 
and for patient starter units, 


call our toll free number: 1-800-327-3858. E" 
In Florida call collect: 1-305-443-3807. X E 
STIEFEL | 


Stiefel Laboratories, Inc., Coral Gables, Florida 33134 






in depth studies 
of the health care 
systems of Britain 
and France... 


how they operate 

and what they mean 
to users and to people 
who work in them. 


These highly readable, comprehen- 
sive studies, prepared by a London 
research firm and published by the 
American Medical Association, of- 
fer an opportunity to examine other 
System's organization, problems, 
and achievements. 

You'll learn how and why the pre- 
sent systems evolved...how they are 
financed...the range and quality of 
services available...the training and 
distribution of medical personnel 
...and what effects each system has 
had upon the health of the general 
population. 
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Everyone in the medical profes- 
sion should read both of these fascin- 
ating studies on how other nations 
have organized the delivery of health 
care. 

Both books will be available Fall 
of 1976. To order your copies, write 
ORDER DEPT., AMA P.O. Box 821, 
Monroe, WI 53566. The French 
Health Care System (OP-460) costs 
$3.50; the British Health Care System 
(OP-461), $7.50. The set is $10. 
Remittance must accompany order. 
Allow 4-5 weeks for delivery. 





methyl paraben 


ethylenediamine HCI 





Sensitizers. AThorny Problem 
In Topical Steroid Therapy. 


propyl paraben 
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cetostearyl alcohol 


Norwich-Eaton Pharmaceuticals 


Norwich, New York 13815. Division of Morto; wi 


cetyl alcohol 


"Substances commonly found in vehicles 


role in producing sensitization and 
A. A. Fisher MD, et al, Archive 


stearyl alcohol 
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Alphaderm. ATopical Steroid Cream 


1% hydrocortisone 


Without A Single Common Sensitizer 
In The Base. 


The Alphaderm Formulation is Balanced for Steroid 
Effectiveness and for Hydrocortisone Safety 

; Completely free from common base 
— sensitizers, Alphaderm Cream is a near-neutral 
; formulation containing 196 hydrocortisone 

in a powder-in-cream base incorporating 

only 10% urea, purified water, sorbitol, 
polyoxyethylene fatty glyceride, starch, white 
petrolatum, triglycerides of saturated fatty 

acids, isopropyl myristate and 

sorbitan monolaurate. 

Contains 10% Urea 

Adds hydration to help keep skin moist, 

supple and smooth. 

` And 26% White Petrolatum 

Protects the affected area not 

only by lubricating but also by keeping the 

healing tissues hydrated. 
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. Alphaderm 


1% hydrocortisone 


Cream 


A topical steroid cream 
without a single common 
sensitizer in the base. 
Description: Contains hydrocortisone 1% 
in a powder-in-cream base incorporating a 
hypermolar solution of urea 10% (carb- 


' amide), purified water, sorbitol, polyoxyethy- 


lene fatty glyceride, starch, white 
petrolatum, triglycerides of saturated fatty 
acids, isopropyl myristate, and sorbitan 
monolaurate. The near neutral pH of the 
formulation is made possible by the stabi- 
lized delivery system in which urea is ab- 
sorbed by a polysaccharide powder matrix. 
Alphaderm (1% hydrocortisone) Cream is 
hypoallergenic and contains no parabens or 
lanolin. 
Action: Topical steroids are primarily effec- 
tive because of their anti-inflammatory, anti- 
pruritic and vasoconstrictive actions. 


- Indications: For relief of the inflammatory 


manifestations of corticosteroid-responsive 
dermatoses. 

Contraindications: Topical steroids are 
contraindicated in those patients with a his- 
tory of hypersensitivity to any of the compo- 
nents of the preparation. 

Precautions: If irritation develops, the prod- 
uct should be discontinued and appropriate 
therapy instituted. 

In the presence of an infection, the use of 
an appropriate antifungal or antibacterial 
agent should be instituted. If a favorable 
response does not occur promptly, the corti- 
costeroid should be discontinued until the 
infection has been adequately controlled. 

If extensive areas are treated or if the 
occlusive technique is used there will be 
increased systemic absorption of the cortico- 
steroid and suitable precautions should be 
taken, particularly in children and infants. 

Although topical steroids have not been 
reported to have an adverse effect on hu- 
man pregnancy, the safety of their use in 
pregnant women has not absolutely been 
established. In laboratory animals, increases 
in incidence of fetal abnormalities have been 
associated with exposure of gestating fe- 
males to topical corticosteroids, in some 
cases of rather low dosage levels. Therefore, 
drugs of this class should not be used exten- 
sively on pregnant patients, in large 
amounts, or for prolonged periods of time. 


The product is not for ophthalmic use. 


Adverse Reactions: The following local ad- 
verse reactions have been reported with top- 
ical corticosteroids, especially under 
occlusive dressings: Burning, Itching, Irrita- 
tion, Dryness, Folliculitis, Hypertrichosis, Ac- 
neiform eruptions, Hypopigmentation, 
Perioral dermatitis, Allergic contact derma- 
titis, Maceration of the skin, Secondary in- 
fection, Skin atrophy, Striae, Miliaria. 
Dosage and Administration: Apply a 
small quantity of Alphaderm (1% hydrocor- 
tisone) Cream to affected areas twice daily. 
How Supplied: Alphaderm (1% hydrocor- 
tisone) Cream is available in: 

NDC 0149-0705-12 tubes of 30 grams 

NDC 0149-0705-51 tubes of 100 grams 
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Join hands 

with your 

colleagues 
around the world... 


to improve 

health care 
for the people 
of all nations 





The World Medical Association is 
medicine’s international represen- 
tative and advocate, dedicated to 
protecting and fostering the rights 
and interests of physicians and to 
improving the health care of the 
people of all nations. To achieve its 
goals, the WMA needs and asks 
your support. 


Join the World Medical Association 


World Medical Association 
North American Region 
536 N. State St. 

Chicago, IL 60610 


Yes, | wish to support the World 
Medical Association. Please send 
complete information and a mem- 
bership application. 

Name 

Address 

City 

State/Zip 





| Eurax? ^ Antipruritic 
crotamiton NF Scabicide 
Cream (NF) and Lotion 


Indications For eradication of scabies (Sarcoptes 
scabiei) and for symptomatic treatment of pruritic 
skin. 

Contraindications Eurax should not be administered 
to patients who are allergic to it or who manifest a 
primary irritation response. me 
Warnings and Precautions Eurax should not be 
applied to acutely inflamed skin, raw, weeping sur- 
faces, or in the eyes or mouth. Its use should be de- 
ferred until acute inflammation has subsided. 

If severe irritation or sensitization develops, treatment 
with this product should be discontinued and appro- 
priate therapy instituted. 

Adverse Reactions Allergic sensitivity or primary irri- 
tation reactions may occur in some patients. 

Dosage and Administration /n Scabies: Thoroughly 
massage into the skin of the whole body from the chin 
down, paying particular attention to all folds and 
creases. A second application is advisable 24 hours 
later. Clothing and bed linen should be changed the 
next morning. A cleansing bath should be taken 48 
hours after the last application. 

In Pruritus: Massage gently into affected areas until 
medication is completely absorbed. Repeat as 
needed. 

How Supplied Cream: 60-g tubes; Lotion: 2-oz (60 
ml) bottles. 


667430 (8/79) C79-25 





Eurax 


crotamiton 


lotion 


Eurax is a highly effective 
and well-tolerated agent. It 
avoids the concern of CNS 
toxicity in infants and 
children. Allergic sensitivity 
or primary irritation may 
occur. 

Available in a convenient 
2-oz unit-of-use package. 


Geigy 


GEIGY Pharmaceuticals 
Division of CIBA-GEIGY Corporation 


Ardsley, New York 10502, 330-2586-A 
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There IS iua 
new under the sun.... 


PreSun 15 


(5% PABA, 5% Padimate O, 3% oxybenzone) 


Provides 
outstanding protection... 
documented by 

two methods: 





Spectrophotometry shows PreSun15 Solar Simulator Tests Also Affirm the: 
provides its peak absorption inthe Efficacy of PreSun 15. 

Critical Erythema Zone, 295-307 nm. _Rigidly controlled indoor testing, using a 
Xenon arc solar simulator, established 
that PreSun 15 provides an SPF (Sun 
Protection Factor) of 16.0." For 


1 PRESUN*5 example, if your patient can stay in 
g’ Miro the sun only 10 minutes without a 
" , Witenes sunscreen, a product with an SPF of 16 
fos N unitas: could extend that time to 160 minutes 
—over 21/7 hours. - 


| The mean SPF of PreSun 15 places it in 
260 270 280 290 300 310 320 330 340 350 360 370 380 390 400 the highest category of sunscreens. 


Ultraviolet Wavelengths (nm) 


Das COR opsom Presun 15 Provided tne greatest *Data on file at Westwood Pharmaceuticals. 

absorption not only in the Critical Erythema Zone, - tFDA guidelines set “15” as the ceiling for SPF values on 
295-307 nm, but also the greatest average absorption labeling, while acknowledging that some sunscreens may 
throughout the entire UVB range, 290-320 nm. indeed have higher documented protection factors. 


LUIESTLUOOD* rd 


PHARMACEUTICALS INC. 
Buffalo, New York 14213 


In Canada, Belleville, Ontario K8N 5E9 


A ANON AAD Inn 


economical method 
of permanent 
hair removal— 
from face, legs, body 


To save valuable office time, - 
you can confidently recommend 
Perma Tweez to your patients 
for their home use. 


€ Battery-operated instrument self- 
sterilizes when current flows. 


Patented self-correcting needle. 


No-puncture safety feature helps 
prevent infection. 


€ Proved clinically safe 
(report on request). 





m---- FOR PHYSICIAN ORDERING =m um um sm my 


GENERAL MEDICAL CO., Dept D-125 
1935 Armacost Ave. 
West Los Angeles, CA 90025 
30 DAY FREE TRIAL EXAMINATION. 
(May be returned with no obligation.) 

O PERMA TWEEZ $19.95 

O ATTACHMENT $3.00 

(for treating others) 
O INVOICE AFTER 30 DAYS 
O CHECK ENCLOSED 


DR 
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SYNALAR 


(fluocinolone ace 


CREAM 0.025%, 0.01‘ 
OINTMENT 0.025% 
SOLUTION 0.01% 
SYNEMOL* (fluocinol 
SYNALAR-HP" (fluocii 
Description Synala 
the steroid fluocinol 
6a, 9a-difluoro-16a- 
Synalar cream cont 
or 0.1 mg./g. inaw 
acid, propylene gly 
oleate, polysorbate 
methylparaben anc 
Synalar ointment cc 
mg./g. in a white p 
Synalar solution co! 
in a water-washable 
Synemol cream cor 
in a water-washabli 
alcohol, cetyl alcot 
monostearate, poly 
Synalar-HP cream ¢ 
in a water-washabl 
alcohol, mineral oil 
rate, polysorbate ól 
methylparaben anc 
Indications Inflamn 
responsive dermatc 
Contraindications 
patients with a histc 
ponents of the prec 
Synalar-HP* (fluocir 
be used on infants | 
Precautions If irrita 
and institute appro| 
In presence of an ir 
antifungal or antibc 
does not occur proi 
until the infection h 
If extensive areas a 
used, there will be ii 
corticosteroid and : 
particularly in child 
The safety of topicc 
absolutely been es! 
increases in incider 
associated with exp 
corticosteroids, in s 
Therefore, drugs of 
on pregnant patien 
periods of time. 
These products are 
Synalar-HP cream s 
periods and the qu 
of formulated mate 
Adverse Reaction: 
topical corticosterc 
folliculitis, hypertricl 
tation, perioral dert 
maceration of the s 
striae, miliaria. 
How Supplied 
Synalar* (fluocinolc 
Cream 0.025% — 
Cream 0.0195 — 15, 
Ointment 0.025% 
Solution 0.01% — 2 
Synemol* (fluocinol 
Cream 0.025% — ' 
Synalar-HP® (fluocir 
Cream 0.2% —12¢ 


Synemo!" 
OCfmplone 
et [3j 
eam 0.025% 


Synalar’ 
(fluocinolone 
acetonide) 
Cream 0.01% 


Synalar 
(fluoqigmplone 
acetate) 
Cream 0.025% 


Synalar-HP’ 
n ONE 


(fluocinolone 
r — [3 
Oint t 0.025 


Synalar 


Ogg—=plone 
et 3| 
ution 0.0196 


*For the inflammat 
dermotoses. 
**Not for ophthalmic 


Please see precedin 
prescribing informat: 








. The Management of 


Congenital Melanocytie Nevi 


. he management of congenital 
: melanoeytie nevi (CMN) has be- 
5 eome a controversial subject. Since the 
studies of Greeley et al,' it has become 
apparent that patients with giant 
("bathing trunk" and others) nevi 
have a relatively increased incidence 
of malignant melanoma developing in 
their lesions. Now the subject of 
debate has been enlarged to include all 
CMN. I stress the term "congenital" 
because CMN occur at a much earlier 
time in development than nevi ap- 
| pearing after birth. The presence of 
` such lesions on the upper and lower 
eyelids (the “wink” nevus) suggests 
that they may be formed between 50 
and 53 days of embryologic age. Fur- 
thermore, some dermatopathologists* 
believe CMN are histologically dis- 
tinet from lesions developing after 
birth. At least two issues remain to be 
resolved. Can CMN be classified by 
size (or any other way) irito those that 
should be removed and those that may 
be safely left in place? If not, should 
- they all be left in place, or should they 
all be removed? One could ask, as well, 
hether there are further data to be 
gathered about the biological behavior 
of these tumors that may guide us to 
appropriate. management decisions. 
Kopf et al’ have recently suggested 
that lesions less than 20 em may be 
left in plaee until more is known about 
their malignant potential. Further- 
more, thése authors have developed a 
long-term CMN registry in order to 
determine prospectively the rate of 
melanoma development in such pa- 
tients. 
_. [believe there is adequate evidence 
-to recommend removal of all CMN. 
| "This evidence results in reasonable 
< estimates of malignancy occurring in 
C^ CMN and estimates of melanomas 
"that start as congenital nevi. Kopf et 
al have summarized the data from 
past studies, which cumulatively sug- 
gested that melanoma developed in 
5:995 to 31% of congenital nevoeytie 
nevi, with the malignant change 
occurring most frequently in child- 
hood and adolescence. From their 
own experience, Kopf et aP found 
2.21196 of malignant melanomas oc- 
-curred in congenital nevi. If we apply 
- their estimate to the nationwide inci- 
dence of about 10,000 malignant mela- 
nomas per year,’ we would expect to 
find that about 110 melanomas devel- 
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op in congenital nevi. Lorentzen et al’ 
studied data from 151 patients with 
giant pigmented nevi and estimated 
that malignant transformation oc- 
curred in 4.6% of them. All patients in 
whom melanoma in the nevus devel- 
oped died of it. Most recently, Bader 
et al' performed an epidemiologie 
study of malignant melanoma in per- 
sons under 20 years of age in six US 
hospitals. Of 70 patients with primary 
eutaneous melanoma, tumor within a 
congenital nevus developed in 14. In 
further studies, they estimated that 
292 new cases of melanoma occurred 
annually in the United States in per- 
sons under 20 years of age, with a 
peak incidence in the second decade. 
Applying the ratio of one to five mela- 
nomas developing in a congenital 
nevus in the group under 20 years old, 
we should expect to have 60 patients 
under 20 years of age affected yearly 
in the United States. 

It would be extremely helpful if we 
had some measurable indicator of 
potential malignaney in a pigmented 
lesion present at birth. Such an indica- 
tor may be its endocrinologie behav- 
ior. Fisher et al* have studied estrogen 


receptors in human malignant. mela- . 


nomas. They found specifie estrogen 
binding occurs in 45% of patients with 
melanoma and lesser amounts of bind- 
ing of other steroids. Later, Chaudhu- 
ri and his colleagues* found no estro- 
gen binding activity in 15 aequired 
nevi from normal patients, while nine 
of 22 benign nevi from patients with 
melanoma exhibited substantial es- 
trogen binding activity. One of two 
bathing trunk nevi* also had high 
estrogen binding activity. 

It seems that there are adequate 
data from which to conclude that some 
CMN develop into malignant melano- 
ma. The exact incidence is unknown, 
but, looking at the available data, one 
could conclude that it is at least 1% of 
CMN. Some CMN ean therefore be 
eonsidered premalignant lesions. The 
higher incidences probably occur in 
the larger lesions (those more than 2 
em). Melanoma is highly malignant 


^when it occurs in such lesions. Melano- 


ma probably oecurs in ai least 300 
patients per year under the age of 20 
years, of which approximately 60 may 
derive from a CMN. Therefore, it 
seems both reasonable and logieal to 
attempt to remove CMN as a preven- 








have been offered in opposition to this 
view: it is not technically feasible to 
remove the largest lesions, it is too. 
expensive to do so, and it is not eco 
nomieal to remove all CMN. When. 
considering what to do in a given. 
patient, I find it most difficult to - 
weigh the economies of expense of 
surgery on some poorly defined mass 
of patients against a risk of malignan 
cy in the individual. Two factors mili 
tate against the unfeasibility argu- 
ment. The larger lesions are more 
dangerous; therefore, they should be 
removed even if the risk of surgery is 
higher. The smaller lesions (< 10 em) - 
are easier to remove; therefore, the 
surgical risk is less, especially since. 
most of them can be removed under 
local anesthesia. Finally, since the. 
number of CMN that occur in a new 
born nursery is somewhere between: 
one and four per 100 live births, pro- 
phylactic removal of these lesions, 
when the infants can tolerate the pro- 
cedure, does not seem to be an insur- 
mountable task. Furthermore, tissue: 
removed could yield additional mor- 
phologic and chemical data on these 
tumors, which could ultimately. im- 
prove our skills in more accurately 
determining their malignant poten 
tial. While these lesions continue to 
pose a threat of becoming malignant 
melanoma, even in a small percentage. 
of cases, I will continue to recommen 
their removal, as apparently do mos! 
dermatologists questioned about the 
subject in a recent survey." 
.LAWRENCE M. SOLOMON, MD 
Chieago : 
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Opinion and Comment 





Chronic Herpes Sim 


o. 


in 


| Therapeutically unresponsive erosive 
or ulcerative lesions caused by the herpes 

mplex virus developed in five patients 
with advanced cutaneous T-cell lympho- 


ma. The chronic progressive character of _ 


the herpetic infection probably was the 
onsequence of immunosuppression. re- 
ulting from advanced lymphoma or its 
eatment. Herpes. simplex infection 
‘should be considered in the differential 
íagnosis of cutaneous ulcerations. in 


ch Dermatol 116:1018-1022, 1980) 


_ the Loyol 
ents with cutaneous T-cell lympho- — VL- 


. 8822 N Broad St, Philadelphia, 
"Vonderheid). 


[cens caused by herpes simplex 
virus (HSV) oecur with' various 


clinical manifestations.'? Typically, 
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Cutaneous T-Cell Lymphomas 


primary or recurrent cutaneous HSV 
infections are localized around the 
mouth or perineum, show characteris- 
tic morphologie features, and hea 
completely within 14 days* 


Table 1.—Status of CTCL in Patients With Coexisting HSV* 


Duration of 
CTCL 
Prior to HSV, yr. 


|. Patient No./ 
Age, yr/Sex 
: 13/61/F 


TNBM 


2/817F 
3/62/F 


2:4762/M 


5/76/M 


Classificationt | Staget 
T2N1BOMO 


T4N1TOMO ` 
T4N3B1MO 


T4N3B1MO 


T2N3B1MO 


crc. Treatment of CTCL 


Before HSV 


Topical mechlorethamine hydro- 
chloride 


Topical mechiorethamine hydro- 
chloride; methotrexate sodium; 
chlorambucil; total-skin electron- 
beam radiotherapy: prednisone 

Topical mechlorethamine hydro- 
chloride; methotrexate sodium; 

: localized radiotherapy; predni- 
sone : i 

Chlorambucil; topical mechlore- 

 thamine hydrochloride; metho- 
trexate sodium; localized radio- 

-thèrapy;-total-skin electron- =- 
beam radiotherapy; prednisone 

Topical mechioretham 
chloride; parenteral 
thamine hydrochloride: 
trexate sodium; total-ski 
tron-beam:radiother. 
sone 


SCL indicates cutaneous T-cell lymphomas; HSV, herpes simplex virus; DNC 
BM classification and staging according to National Mycosis Fungoides Ci 
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Negative ; 


Previous 
ONCB 
Testing 


Negative 


Status at Death: 

Disseminated CTCL. involving 
lymph nodes and spleen; ex- 
tensive HSV ulcerations 

Extensive HSV erosions with 
bacteremia (no postmortem 
examination) : 

Positive Disseminated CTCL; localized 
HSV. erosions (no postmortem 
examination). 


ory failure secondary tc 
"| Pneumocystis carinii; scat- 
tered HSV ulcerations (no... 
postmortem examination) - 


Disseminated CTCL involving 
lungs, liver, and lymph nodes; 
localized HSV: erosions; bron- 

; neumonia with dissemi- 
nated intravascular coagulopa- 








Table 2.—Clinical Manifestations of HSV in Patients With CTCL* 


Appearance of HSV Duration of Types Determined HSV Treatments Treatment 
Patient No. Infection HSV, mo From Cultures Serologyt for HSV Response 


Chronic confluent ulcera- 1:64 x 2(< 1:8 later) 196 Sulfadiazine silver; povi- 
tions in perineum, later de- done-iodine; butylated hy- 
veloping on palms, legs, droxytoluene; transfer fac- 
scalp, and face tor 


Chronic superficial erosions 196 Sulfadiazine silver; povi- 
with crusting at angle of done-iodine; 0.596 idoxu- 
mouth, rapidly extending ridine; intravenous vidara- 
over left side of face, buc- bine 
cal mucosa, neck, and 
trunk, also involving cor- 
nea 


Chronic superficial erosions 196 Sulfadiazine silver; 0.596 
with crusting present in idoxuridine; topical vidara- 
vulva and upper part of bine; povidone-iodine 

thigh 
Chronic ulcerations with 
crusting in perineum, but- 
tock folds, and trunk 
Chronic confluent erosions Not done 196 Sulfadiazine silver; 0.596 


in perineal and perianal idoxuridine 
areas 





















































196 Sulfadiazine silver 




















*HSV indicates herpes simplex virus; CTCL, cutaneous T-cell lymphomas. 
TComplement-fixing antibody titer. 


Fig 1.—Progressive superficial nonhealing herpes simplex virus 
ulcerations in patient 1. Left, Left palm. Right, Lower parts of leg. 
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ment, and have an indolent course.** 

We report here our experience with 
five patients who had cutaneous T-cell 
lymphomas (CTCL) in whom chronic 
progressive HSV infections developed 
during the latter phases of their ill- 
nesses. Because of the atypical dinicdf 
manifestations, the herpetic lesions in 
these patients might have been con- 
fused with ulcerations secondary to 
advanced lymphoma, decubitus ulcers, 
or other types of infections. The prog- 
nostic implications that these HSV 
infections portend for patients with 
CTCL are also discussed. 


OBSERVATIONS 


The clinical features of patients 
with CTCL and coexisting chronic 
HSV infections are listed in Tables 1 
and 2. Photographs of the typical her- 
petie skin lesions of three of these 
patients are shown in Fig 1 through 3. 
The patients were classified according 
to the TNBM classification system 
recommended by the Mycosis Fun- 
goides Cooperative Group.’ All five 
patients had more than 50% of their 
skin surface involved with lymphoma, 
and three patients had histologically 
confirmed extracutaneous involve- 
ment before the onset of HSV infec- 
tion. The HSV was verified by viral 
cultures from multiple sites in each 
patient, and Tzanck tests and/or biop- 
Sy specimens from lesional margins 
showed multinucleated ^ epithelial 
giant cells. Virus isolation was en- 


Fig 3.—Chronic superficial herpes simplex virus ulcerations present for one month on hanced by first passing the specimen 
trunk of patient 4. Ink markings delineate treatment fields of more recent photon through a microfilter to remove con- 
radiation to deep lymph nodes. taminating bacteria. The HSV iso- 

; lates were then typed, using pock size 
on chicken embryo chorioallantoic 
membrane, sensitivity to heparin, and 
direct immunofluorescence micros- 
copy according to the methods of Nah- 
mias et al? and Marks-Hellman and 
Ho.’ Viral cultures obtained on the 
buffy coat of blood specimens from 
three patients were negative. 


REPORT OF A CASE 


A few scattered pruritic lesions first 
developed on the trunk and extremities of 
a 6l-year-old woman in November 1972. 
Initial skin biopsy specimens obtained four 
months later indicated nonspecific histo- 
logic features, and the patient was treated 
for a chronic eczematous dermatitis inter- 
mittently during the next two years with 
tar baths and topical 0.1% triamcinolone 
acetonide preparations. 

In May 1975, there was a 2- to 3-cm 
enlargement in the size of the axillary and 
inguinal lymph nodes. Another skin biopsy 
showed features diagnostic of mycosis fun- 
goides, and the patient was hospitalized fòr 
a staging evaluation. Laboratory studies 
disclosed the following values: WBC, 7,500/ 





Fig 2.—Superficial herpes simplex virus erosions that had developed on lip and spread to 
ear, neck, and trunk of patient 2. 
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cu mm with normal differential cell count; 
hemoglobin, 12.5 g/dL; hematocrit, 38%; 
and reticulocytes, 1.7%. There were normal 
blood chemistry values except for an ele- 
vated lactic acid dehydrogenase level of 500 
mU/mL (normal, 100 to 225 mU/mL). 


y “Ndematuria and pyuria were found on uri- 


nalysis, and moderate numbers (10* colo- 
nies/mL) of Proteus mirabilis were found 
on urine culture. Enlargement and filling 
defects of the femoral and iliac lymph 
nodes were discovered on bipedal lymphan- 
giogram. A left axillary lymph node biopsy 
specimen indicated dermatopathic 
lymphadenitis. The results of a chest roent- 
genogram, liver-spleen scan, and gallium 
scan were normal. Treatment of mycosis 
fungoides consisted of a topically applied 
solution of mechlorethamine hydrochloride 
that was administered intermittently be- 
cause of xerosis and irritation. The urinary 
tract infection was treated initially with 
oral sulfisoxazole and later with two 
courses of oral ampicillin trihydrate. 
Because of intermittent dysuria and per- 
sistent bacteriuria, an intravenous pyelo- 
gram was obtained that showed the pres- 
ence of a calculus in the left kidney. In 
January 1976, the patient underwent pye- 
lolithotomy. 

The physical examination on admission 
at that time showed multiple, mildly infil- 
trated, and lichenified patches over most of 
the body surface, alopecia of the entire 
scalp, multiple 2- to 3-em, firm, movable 
lymph nodes in the axillary and inguinal 
areas, a liver margin that was palpable 2 
em below the right costal margin, and mild 
bilateral pedal edema. A few innocuous 
superficial erosions, present for two weeks 
before admission, were found on the vul- 
va. 

The postoperative course was compli- 
cated by daily chills and febrile spikes to 40 
°C. Evaluation for a persistent urinary 
tract infection or perinephrie abscess was 
performed, but no cause for the fever was 
found. The patient's condition did not 
improve with high doses of parenteral 
ampicillin followed by cefazolin sodium 
and gentamicin sulfate therapy. In March 
1976, a focal infiltrate developed in the 
middle of the right lung, but no cause could 
be established although a bronchoscopy, 
multiple cultures, a lung scan, and profu- 
sion studies were done. Results of skin 
tests for tuberculin antigen were negative. 
Because cavitation was suggested on tomo- 
grams, the patient was treated for a 
pulmonary abscess with high doses of par- 
enteral penicillin G sodium that resulted in 
resolution of the pulmonary lesion one 
month later. In addition, a liver-spleen 
scan indicated that slight hepatomegaly 
had been developing since May 1975. A 
liver biopsy indicated microfoci of cell 
necrosis but no infiltration with abnormal 
lymphocytes. 

The seemingly innocuous superficial ero- 
sions initially present on the vulva progres- 
sively enlarged and extended to involve the 
entire perineal, perianal, and pubic skin 
areas. Bacterial and fungal cultures indi- 
cated the presence of small numbers of 
Staphylococcus aureus and Candida albi- 
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Fig 4.—Tissue section from ulcer border of patient 1 vim syncytial epithelial giant 


cell with characteristic intranuclear inclusions surrounded by inflammatory cells (hema- 
toxylin-eosin, X 430). 


cans. A biopsy specimen and Tzanck smear 
obtained from the margin of an ulcer on 
the vulva showed multinucleated epithelial 
giant cells indicative of a herpetic infection 
(Fig 4), and a viral culture confirmed the 
presence of herpesvirus hominis type 2. At 
this time, complement-fixing antibody ti- 
ters to HSV antigen were 1:64, immuno- 
globulin IgM and IgG levels were 
decreased to 41 mg/dL (normal, 104 to 402 
mg/dL) and 800 mg/dL (normal, 886 to 
2,233 mg/dL), respectively, and total serum 
complement activity was increased to 87 
50% complement hemolysis (CH;,) units/ 
mL (normal, 30 to 45 CH,, units/mL). The 
herpetie uleerations were unaffected by 
treatment with povidone-iodine com- 
presses, topical antibiotics, antibiotics giv- 
en for systemic effect, nystatin cream, 
sulfadiazine silver cream, and butylated 
hydroxytoluene lotion. 

The patient was discharged from the 
hospital in April 1976 with continued mild 
febrile episodes but was readmitted one 
month later because a culture obtained 
from a subcutaneous abscess that devel- 
oped at the site of the previous transtra- 
cheal aspiration showed the presence of 
Nocardia asteroides. After an evaluation 
for occult brain infection, the patient was 
treated orally with a combination of sulfa- 
methoxazole and trimethoprim, with heal- 
ing of the subcutaneous abscess, but with- 
out effect on the persistent febrile epi- 
sodes. At this time, nonhealing ulcerations 
were present on the palm (Fig 1, left) and 
scalp; culture again confirmed the presence 
of HSV in these lesions. 

The patient was admitted to the hospital 
for the last time in July 1976 because of 
persistent febrile episodes, pancytopenia, 
progressive hepatosplenomegaly, and gen- 
eral debilitation. Although bone marrow 
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specimens were hypocellular on several 
occasions, the anemia (hemoglobin level, 
64 g/dL; hematocrit level, 22%), leukopenia 
(WBC, 2,200/cu mm), thrombocytopenia 
(41,000/cu mm), and increased reticulocyte 
count (17.4%) were considered to be the 
result of splenic sequestration. Evaluation 
for other causes of hemolysis was unre- 
markable, and the spleen was ultimately 
enlarged to 6 em below the right costal 
margin. Occult blood was detected in the 
stool on other occasions but findings from 
gastrointestinal tract radiologie examina- 
tion were normal. By this time, multiple 
culture-confirmed herpetic ulcerations had 
developed on the legs (Fig 1, right), upper 
lip, and periorbital area. Another comple- 
ment-fixing antibody titer to HSV antigen 
had decreased to less than 1:8. The percent- 
age of T lymphocytes was decreased to 39% 
(normal E-rosette technique, 45% to 80%), 
and the percentage of B lymphocytes was 
in the low-normal range at 12% (normal 
surface immunoglobulin technique, 10% to 
24%). The patient received six weekly 
injections of transfer factor and blood 
transfusions, and the spleen was ultimate- 
ly irradiated with 900 rads in September 
1976. Two days before the patient’s death 
in October 1976, an acute abdominal disten- 
sion secondary to peritonitis developed. 

In addition to the multiple herpetic 
ulcerations and the diffuse infiltration of 
the skin by mycosis fungoides described, 
the postmortem examination indicated 
involvement of the supraclavicular and 
periaortic lymph nodes and spleen by 
mycosis fungoides, a chronic penetrating 
gastric ulcer with associated acute localized 
peritonitis, and an interstitial pneumonitis 
with pulmonary edema. No evidence for 
herpetic involvement of visceral organs 
was found. 
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frequently occur in immunocompro- 
mised patients.** Serious indolent’ 
HSV infections have been reported in 
patients with leukemia,’ lympho- 
ma," severe burns," congenital 
thymus disorders," and patients re- 

_immunosuppressive therapy, 

"ularly for die or amie 
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aa or i iyelophosphamiide is re- 
versed by transfer of specifically 
immune spleen cells, but not by pas- 
sively transferred neutralizing anti- 
body. 21,92 

Mycosis fungoides and the closely 
related Sézary syndrome are CTCL 
that usually progress slowly and may 
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Chronic cutaneous HSV infections 


organs.^ Recent studies have demon- - 
strated that a number of cell 


mediated immune defects occur in 
patients. with CTCL primarily in 
advanced stages of disease. These 
include reduction of circulating T lym- 
phocytes, impaired reactions to skin 
testing for delayed hypersensitivi- 
ty,"7* and decreased lymphocyte: rë- 
sponses to mitogen stimulation. in 


vitro."-* Furthermore, patients with 


CTCL are often subjected to multiple 
treatments.in an attempt to control 
their disease. In our patients, it is 
likely that the combination of ad- 
vanced disease and treatment effects 
resulted in. immunosuppression that 
was responsible for the chronic pro- 
gressive charaeter.of the HSV infec- 
tion. In this regard, the development 
of nonhealing HSV infection in a 
patient with CTCL should: be consid- 
ered an ominous prognostic sign. 
These patients also demonstrate the 
necessity for the physician to be on 
the alert for unusual presentations of 
HSV. Confirmatory viral cultures of 
chronic ulcerated lesions may be diffi- 


cult. to obtain because of bacterial. 


contamination and overgrowth. We 
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culture. However, even 


selectively eliminated by passing the 
material through a microfilter prior to 
though the 
diagnosis of HSV. was confirmed, 
treatment was ineffective, and all five 
patients observed had active herpetic 
infections at the time of death despite 
various therapeutic modalities. 
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_. 9 Ten patients with generalized psoria- 
‘sis, which Included nail involvement, were 
treated with total-body oral photochemo- 
therapy. A: combination of methoxsalen 
and high-intensity. ultraviolet A radiation 
was employed and its therapeutic efficacy 
in nail psoriasis ascertained. Among the 
ten patients, there were 26 instances of 
con. the following nail signs: pitting, onycholy- 
, sis, “oll drop" change, subungual hyper- 
keratosis, nail-plate crumbling, proximal 
l-fold psoriasis, and onychorrhexis. Of 
_the 26, eighteen improved by 50% or 
5; more. Only pitting failed to respond to 
^ therapy in all of the eight patients who had 
this change. 
(Arch Dermatol 116:1023-1024, 1980) 









o% photochemotherapy is an ef- 
feetive method for treating pso- 
, .Yiasis‘on the glabrous skin," Howev- 
er, little has been written about the 
effect. of oral photochemotherapy on 
he nail changes of psoriasis. We 
report here our findings in ten 
tients who, while undergoing oral 
-photochemotherapy for biopsy-proved 
| psoriasis of the glabrous skin, showed 
incidental improvement in the psoria- 
sis of their fingernails. 


METHODS 


All patients were treated aecording to 
the standard protocol of a 16-center cooper- 
ative investigation into the efficacy and 
safety of oral photochemotherapy for pso- 
riasis. Informed consent was obtained 

«after the nature of the procedure was fully 
. explained. Patients received methoxsalen 
; Ina dosage of approximately 0.6 mg/kg of 

“body weight. Two hours after ingesting the 
medication, the patients were exposed to 
_ high-intensity ultraviolet (UV) A (320 to. 

400 nm) radiation in a light box containing 
48 six-foot, high-output, UV-A bulbs 
National Biological Corporation). The aver- 
age output of this box was 9 mW/sq cm of 
UV-A radiation. The patients were treated 
two-or three times a week. The increments 
in. UV-A dose were those set forth in the 
protocol and were dependent on each 
patient's skin type. When the glabrous skin 
was more than 95% clear of psoriasis, the 
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Response of Psoriatic Nails 
to Oral Photochemotherapy 


Jeffrey L. Marx, MD, Richard K. Scher, MD 


patients received a maintenance schedule 
of treatments once a week or less. 

No specific therapy was prescribed for 
the psoriatic nails. The patients were not 
told to trim the nails. Photographs of the 
glabrous skin and nails were obtained prior 
to oral photochemotherapy at the time that 
the skin was 95% clear and during mainte- 
nance therapy. We independently exam- 
ined the nail photographs of each patient, 
looking for characteristic psoriatic nail 
changes, ie, pitting, onycholysis, “oil drop” 
change (localized brown discoloration), 
subungual hyperkeratosis, onychorrhexis, 
crumbling of the nail plate, and. psoriatic 
involvement of the proximal nail fold. Nail 
photographs taken prior to psoralen and 
high-intensity long-wave UV light 
(PUVA) treatments were compared with 
photographs taken after the glabrous skin 
was 95% clear of psoriasis. Improvement of 
each of the psoriatic nail signs was judged 
according to the following guidelines: no 
response, no change in the particular nail 
abnormality from initial to follow-up pho- 
ographs; fair response, 25% improvement 
the. abnormality; moderate response, 
50% improvement; good ‘response, 75% 





improvement; and excellent response, good 


resolution: >- 
" RESULTS 

The response of. psoriatic nail 
changes to oral photochemotherapy is 
summarized in Table 1. Pitting failed 
to respond tó therapy in any of the 
eight patients treated. The conditions 
of four of the five patients with ony- 
eholysis showed moderate improve- 
ment, and one patient had complete 
clearing of onycholysis. The most 
striking improvement was noted in 
patients with crumbling of the nail 
plate and/or psoriatic involvement of 
the proximal nail fold. Three of the 
four patients with crumbling of the 
nail plate showed complete clearing of 
that abnormality on PUVA therapy. 


Three of the four patients with proxi- 


mal nail-fold psoriasis also had com- 
plete clearing of that abnormality. Of 
the three patients with the oil drop 
change, two showed a moderate 
response while one obtained a good 
response. 

The patient with subungual hyper- 
keratosis and the patient with ony- 
chorrhexis each showed moderate im- 
provement on therapy. 

Table 2 indicates the number of 







treatments and the total UV-A dose 
received by each patient. The average - 
number of treatments was 27 and the 
average: total numberof: joules wa: 
188/sq em. Furthermore, the average | 
total number of joules/sq em in t 
five patients who had complete clear 
ing of one or more of the nail changes. 
was 167/sq em, less than the ave 

total number for all patients, indi 
ing that response to therapy was not 


necessarily dose related. —. 
COMMENT 
We have shown that psoriatic fin- 
gernail pitting is unchanged by con- 
ventional total-body oral photochemo- - 
therapy. Other nail abnormalities in | 
our patients showed 50% or more | 
improvement after therapy. Proximal 
nail-plate and proximal nail-fold dis- 
ease showed the greatest improv 
ment with PUVA; onycholysis and 
drop change responded moderately 
well. js 
Pitting of the nails is due to a focus 
of psoriasis in the proximal nail | 
matrix.’ Although oral methoxsalen 
reaches the entire nail matrix via th 
bloodstream, it is unlikely that suf 
cient UV-A radiation can penetrate to. 
the proximal matrix, located well 
beneath the proximal nail fold. This 
would explain the failure of pitting to 
resolve with oral photochemotherapy. 
In proximal nail-fold psoriasis, the 
disease is present on the skin surface 
so the UV-A radiation can reach this 
area readily. Treating this site is anas 
logous to treating the galbrous skin. It 
is more difficult to explain the re- 
sponse in proximal nail-plate diseas 
Possibly, resolution of psoriasis in the 
overlying proximal nail fold resulte 
in à secondary improvement of. the 
psoriasis in the underlying matrix. 
Another possibility is that sufficient 
UV-A radiation can. penetrate the 
crumbling proximal nail plate to reach. 
the proximal nail bed and adjac 
distal nail matrix (lunula). Resolution 
of psoriasis in these areas could possi- 
bly contribute to improvement in the 
overlying proximal nail plate. 
Distal onycholysis is due to a pso- 
riatie lesion-in the most distal portion. 
of the nail bed as well as in th 
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Fig 1.—Fingernails showing onycholysis, 
crumbling of proximal nail plate, and prox- 
imal nail-fold psoriasis. 





Fig 4.—Same fingernails as in Fig 3 after 23 
PUVA treatments. Note moderate re- 
sponse in “oil drop" change and excellent 
response in proximal nail-plate and proxi- 
mal nail-fold disease. 





Fig 2.—Same fingernails as in Fig 1 after 29 
PUVA treatments. Note moderate re- 
sponse in onycholysis and good response 
in proximal nail-plate and proximal nail- 
fold psoriasis. 





Fig 5.—Fingernails showing onycholysis 
and pitting. 


Table 1.—Response of Psoriatic Nail Changes to Oral Photochemotherapy 


No. of 
Patients 
With 
Abnormality 


Pitting 


Onycholysis 
Crumbling of nail plate 


Psoriatic involvement of 
proximal nail fold 


"Oil drop" change 
Subungual hyperkeratosis 
Onychorrhexis 





Degree of Response, No. of Patients* 


— e — 
No 
Abnormality Change 


Fair Moderate Good Excellent 


*Fair response indicates 25% improvement; moderate response, 50% improvement; good 
response, 75% improvement; excellent response, 100% improvement. 


hyponychium. The UV-A radiation 
can reach this area by passing through 
the separated nail plate or under the 
free edge of the detached acral nail. 
We have measured the amount of 
UV-A radiation that passes through a 
normal fingernail plate, avulsed for 
another reason, and found that 15% of 
the surface dose of UV-A radiation 
passes through the nail plate. This 
quantity might be sufficient to result 
in improvement in onycholysis. 

Oil drop change is due to a psoriatic 
lesion in the nail bed. Again, a suffi- 
cient portion of the UV-A radiation 
administered may penetrate through 
the nail plate to reach the nail bed. In 
combination with orally administered 
methoxsalen, this UV-A radiation 
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might be sufficient to clear the nail- 
bed psoriasis and thereby to improve 
the oil drop change. 

Topical or oral methoxsalen plus 
ultra-high-intensity UV-A has been 
shown to benefit psoriatic nails." Hof- 
mann et al used 0.15% methoxsalen 
and delivered UV-A radiation with a 
source having an output of 240 to 400 
mW /sq em. They obtained substantial 
improvement in 12 of 20 patients. We 
have shown that conventional PUVA 
treatment using high-output UV-A 
bulbs (9 mW /sq em) can improve some 
of the fingernail changes of psoriasis. 
We feel that further investigation of 
the usefulness of oral photochemo- 
therapy in the treatment of psoriatic 
nails is warranted. 


Fig 3.—Fingernails showing “oil drop" 
change, proximal nail-plate crumbling, 
and proximal nail-fold psoriasis. 





Fig 6.—Same fingernails as in Fig 5 after 33 
PUVA treatments. Note excellent response 
in onycholysis. However pitting remained 
unchanged. 


Table 2.—No. of Treatments and 
Total Ultraviolet A Radiation Dose 


Total 
No. of 
Patient No. of Joules/sq 
No. Treatments cm 


1 
2 
3 
4 
5 
6 
7 
8 
9 
0 


= 
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Equestrian Cold Panniculitis in Women 


Bruce E. Beacham, MS, MD; Philip H. Cooper, MD; C. Stuart Buchanan, MD; Peyton E. Weary, MD 


5,9 We describe four patients with pan- 
| niculitis attributable to a combination of 
cold exposure and equestrian activities. 
_ All were young, healthy women who rode 
. horses for at least two consecutive hours 
"pet day throughout the winter. Initially, 
several smail, erythematous, pruritic pap- 
ules appeared on the superior-lateral por- 
tions of one or both thighs. During one 
< week, the lesions progressed to indu- 
rated, red-to-violaceous, tender plaques 
and nodules. Studies for cryofibrinogens 
. and cryoglobulins were negative. The his- 
; tologic picture was that of a panniculitis 
with prominent inflammation of veins 
ost notable at the dermal-subcutaneous 
fat junction. Cold panniculitis is not lim- 
_Ited to infancy and childhood. The distri- 
bution of lesions in our patients may have 
_ been caused, in part, by the use of tight- 
“fitting, uninsulated riding pants. Such 
attire may have slowed blood flow through 
~ the skin, thereby further reducing tissue 
temperature. 
(Arch Dermatol 116:1025-1027, 1980) 

















he central and western portions 

of Virginia lend themselves to a 

. variety of equestrian activities 
"throughout the year. These include 
fox hunting, steeplechase racing, polo, 
dressage, and trail riding. Recently, 
_ there have been several articles deal- 
ing with injuries associated with these 
pursuits.'* Some of the more common 
injuries are head trauma, fracture of 
the extremities, and internal contu- 
sions. Many of the injuries are directly 
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related to faulty tack or to the infre- 
quent use of helmets.’ 
Another type of injury to which 


horseback riders may be exposed is.. results. of the remainder of the physical | 


cold panniculitis, We describe four 
young women in whom erythematous, 
tender, subcutaneous nodules and 
plaques developed in the superior- 
lateral portions of the thighs while 


riding horses in the winter. Studies: 


for cryoglobulins and cryofibrinogens 
were negative, and the microscopic 
picture was that of panniculitis with a 
prominent inflammatory reaction 
around veins. In view of the unique 
location of the lesions, the highly con- 


stant clinicopathologie picture, and 


the clear-cut association with eques- 
trian activities, we have chosen to call 
this entity equestrian cold pannicu- 
litis. 


REPORT OF CASES 


Case 1.-A healthy 22-year-old woman 
was first seen in the Dermatology Clinic of 
the University of Virginia Medical Center, 
Charlottesville, in February 1979 for evalu- 
ation of thigh lesions. She had been riding 
horses in the Charlottesville area for two 
consecutive hours almost every day for 
more than three years. In February 1976, 
several small, red, pruritic areas on the 
upper lateral aspect of each thigh devel- 
oped. During the next three to seven days, 
these areas became painful, raised, and 
violaceous. The lesions cleared within three 
weeks; new lesions continued to appear, 
however, during the rest of the winter. 
Except for some hyperpigmentation, there 
was total resolution of the skin changes by 
the end of spring. During the next two 
winters, the patient experienced similar 
problems, but with an earlier onset each 
subsequent winter. Her riding apparel con- 
sisted of tight-fitting riding pants, chaps, 
and a short coat. She came to the clinic for 
evaluation of lesions of five to seven days’ 
duration. 

There were six tender, indurated, ery- 
thematous, violaceous, 2- to 4-em nodules 


and plaques on the upper lateral aspect o: 


‘each thigh (Fig 1). Several small areas of. 


superficial ulceration were noted in the 
lesions, but there was no discharge. The 


examination were normal. Studies for 
eryoglobulins and eryofibrinogens | were 
negative. "i 

Case 2.—A. healthy 24-year-old female | 
horse trainer was first seen in the clinic in - 
February.1979 complaining of six painful. 
thigh lesions. The lesions had started as 
small, red, pruritie areas one week earlier. 
She had been riding regularly for two 
consecutive hours per day for the past. year 
While riding, she wore long underwear, in ` 
addition to chaps and tight-fitting pants. 
Examination showed red-to-violaceous fo- 
cally ulcerated or crusted nodules, 2 to 4 em 
in diameter, on the upper lateral side of her 
left: thigh (Fig.2). 

Aside from the cutaneous changes, the . 
results of the physical examination were 
normal. Studies for eryoglobülins, eryofi- 
brinogens, and antinuclear antibodies, as. 
well as direct immunofluorescence micros- 
copy, were negative. : 

“Case. 3.—À healthy 24-year-old female 
horse trainer had been riding for contin- : 
uous periods of two or more hours per day, 
She routinely wore tight-fitting riding | 
pants. In January 1977, she noted red, 
pruritic, painful areas on the upper lateral 
aspect of each thigh. These evolved into. 
violaceous, painful, focally ulcerated 
plaques and nodules within one week: The: 
lesions. resolved within three weeks, leav- 
ing only . hyperpigmentation. Additional 
lesions occurred throughout the rest of the 
winter. A similar course was noted the next 
winter, but resolution left depressed areas 
as well as more hyperpigmentation. Thè 
patient was first seen in Winchester, Va, 
for examination in February 1979. 

There were six and. eight red-to-viola- 
ceous, tender, indurated nodules. and 
plaques on. the süperior-lateral aspects of 
the left and right thighs, respectively. The 
largest lesion was 5 cem. in diameter: In 
addition, there were several areas of ulcer- 
ation with erusting up to 1 em in diameter, | 
There was a-variable degree of hyperpig- - 

mentation. -Surrounding the nodules. Ex- 
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Fig 1.—Erythematous, violaceous nodules 


on left thigh (case 1). 





Fig 4.—Inflammatory infiltrate in perive- 
nous area and adjacent adipose tissue 
(hematoxylin-eosin, x 250). 


cept for the cutaneous lesions, the results 
of the physical examination were normal. 
Studies for eryoglobulins and eryofibrino- 
gens were negative, and serum protein 
immunoelectrophoresis results were within 
normal limits. 

Case 4.—A healthy 27-year-old female 
horse trainer worked with the patient 
described in case 3, performing the same 
equestrian activities and using the same 
type of riding garments. In February 1979, 
red, painful areas on the upper lateral 
portions of the thighs developed. She was 
seen in Winchester, Va, for evaluation. 

There were several 1- to 2-cm, tender, 
red, edematous nodules, without ulcera- 
tion, on the upper lateral aspects of the 
thighs. The lesions were surrounded by 
hyperpigmentation. Aside from the cu- 
taneous lesions, the results of the physical 
examination were normal. 

The histologic changes seen in biopsy 
specimens from each of the four patients 
were similar. There was an inflammatory 
reaction in adipose tissue that was most 
notable at the dermal-subcutaneous fat 
junetion (Fig 3) and in the fat surrounding 
exocrine secretory coils and neurovascular 
plexuses. The infiltrate consisted of 
lymphocytes and neutrophils, with a sparse 
scattering of mast cells and foamy histio- 
cytes. Small numbers of nuclear fragments 
were present. Eosinophils, plasma cells, 
and granulomas were absent. The infil- 
trate seemed to extend from a perivascular 
location into adjacent adipose tissue, where 
it formed narrow bands and small patches 
(Fig 4). Fat cells were ruptured, and small 
cystic spaces were formed. Zones of light, 
amphophilic, stringy material stained in- 
tensely with colloidal iron; that reaction 
was abolished by hyaluronidase. Blood ves- 
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Fig 2.—Focally ulcerated or crusted nod- 
ules on left thigh (case 2). 


sels showed thickening of their walls 
caused by endothelial swelling, intercellu- 
lar edema, and intramural inflammatory 
cells. Erythrocytes seemed sludged in a few 
of the vessels, but fibrin was not seen in 
vascular lumina or walls. The configuration 
of affected vessels was most consistent 
with that of small veins and venules. In 
neurovascular bundles, an inflamed vein or 
venule was regularly identified adjacent to 
a small muscular artery or arteriole that 
was completely normal (Fig 5). All of these 
changes were found, to a lesser extent, at 
the deep margin of each specimen that, in 
the deepest specimen, was approximately 
0.5 em below the dermal-subcutaneous fat 
junction. Superficial capillaries and ven- 
ules showed mural edema and a moderate 
perivascular mononuclear cell infiltrate. 


COMMENT 


In 1902, Hochsinger* described sev- 
eral children, 4 to 10 years of age, in 
whom tender, red plaques in the sub- 
mental areas developed after expo- 
sure to cold weather. The lesions 
resolved in two to three weeks. In only 
one instance were the cheeks involved. 
In 1941, Haxthausen’ described four 
preschool children and a 17-year-old 
girl in whom painful facial plaques 
developed several days after exposure 
to cold weather. All patients had 
involvement of the cheeks, and three 
had submental changes. The lesions 
resolved spontaneously and complete- 
ly within a few weeks. Solomon and 
Beerman* described a 28-year-old 
woman in whom recurrent, deep- 
seated, notably tender nodules devel- 
oped on the cheeks, legs, and thighs 
after she was exposed to a 32- to 
48-km/hr wind at —15 °C while walk- 
ing several blocks. The lesions 
reached their zenith at 72 hours, 
started to subside in one to two weeks, 
and left residual hyperpigmentation 
that cleared in a month. Application of 
ice to the skin of the patient for two 
minutes produced similar nodules that 
appeared in three to six hours, reached 
full development within 72 hours, and 
disappeared in one to three weeks. 

Rotman' reported cold panniculitis 
in two infants aged 5 and 8 months. 






: ARMES S 
Fig 3.—Panniculitis concentrated at der- 
mal-subcutaneous interface (hematoxylin- 
eosin, x 63). 


wat US B 
Fig 5.—Neurovascular bundle with in- 
flamed vein situated between normal 
artery and nerve (hematoxylin-eosin, 
x 250). 


Redness and swelling of the cheeks 
developed within six to 24 hours after 
exposure to temperatures of —9 to 
—7 °C. These changes evolved into 
warm red plaques within four days 
after exposure and subsided within 
two to five weeks, leaving hyperpig- 
mentation in one case. Approximately 
half a day after a two-minute applica- 
tion of an ice cube to the volar aspect 
of the arm in each patient, an erythe- 
matous, indurated area was noted 
that continued to enlarge during the 
next few days. Results of studies of 
serum protein levels were normal in 
these patients, and cold agglutinins, 
eryofibrinogens, and  cryoglobulins 
were absent. Lowe* observed two chil- 
dren, aged 7 months and 3 years, with 
clinical and ice-cube-induced lesions 
that were similar to those described 
by Rotman.’ 

Popsicle panniculitis is closely re- 
lated, if not identical, to cold pannicu- 
litis: Duncan et al? observed a 6- 
month-old infant with indurated 
plaques in the cheeks that developed 
three days after contact with a popsi- 
cle held crosswise in the mouth. They 
studied a lesion induced in the patient 
by application of ice and found histo- 
logic changes similar to those ob- 
served in our cases. The abnormali- 
ties, studied at serial time intervals, 
were well developed at 72 hours and 
progressed somewhat for the next 
three days. Two other reports describe 
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ee children with popsicle panniculi- 
tis who ranged in age from. 6 to ad 
jonths.)°! 
: The evolution, morphologic appear- 
. ance, and resolution of the lesions in 
., our patients were similar to those of 
“Classic cold panniculitis, but there are 
distinctive aspects about our patients 
t should be emphasized. They were 
healthy young women in whom 
esions developed on the superior- 
lateral sides of the thighs while they. 
were participating in equestrian ac- 
/tüvities, either as an avocation ora 
profession. The lesions developed in 
areas that, although exposed. to. cold 
and wind, were also covered by tight- 
fitting but uninsulated riding pants. 
Although the patients wore no facial 
protec tion, lesions did not develop on 
_All patients gave histories of 
inually for at least two 
y. Two patients had had 
isodes of skin lesions before 
presenting themselves for evaluation, 
. and all knew of other women who rode 
long hours in whom similar but appar- 
‘ently less symptomatic lesions devel- 



























































interviewed men in the Charlottesville 
area who pursue similar equestrian 
activities and. wear tight-fitting rid- 


r learned of any in whom cold pan- 
ieulitis has developed. 

-comparison of our histologic 
rvations with those recorded in 
es of cold panniculitis** showed 
ficient similarities to support a 
. diagnosis of cold panniculitis in our 
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oped in the same anatomic areas. We- 


ing pants, but we have neither seen 








patients. ‘The intlamiatory. reaction 


in equestrian cold panniculitis.is most 
prominent at the interface between 
adipose tissue and the dermis. Deeper 
in the subeutis, the reaction dimin- 
ishes. Fat necrosis is not massive and 
is evidenced primarily by rupture of 
fat cell membranes with resultant for- 
mation of small cystic spaces. An addi- 
tional finding in our patients was the 


presence of patches of connective- . 
tissue mucin, primarily hyaluronic - 
acid. Others, describing. cold pannie- . 
km/hr, at times into winds that, 
lar distribution of the infiltrate and. — 


ulitis, have mentioned the perivascu- 


have commented on blood, vessel wall 
swelling. We can specify that the. 


involved vessels in our patients are 


small veins and venules. : 
Although we believe the lesions we 


describe are similar to those of cold | 


pannieulitis as defined in the litera- 
ture, their anatomic distribution and 
the older age of the patients need to 
be explained. A progressive loss of 


sensitivity to the ice-cube test occurs. 


in children with cold. panniculitis às. 







they grow older.*'^ Moreover, it has 
been suggested that chemical differ- 
ences between the adipose tissue of. 


young children and that of adults 


could explain sensitivity to cold dur- . 


ing childhood." One could speculate 
that there are regional differences in 
chemical composition of adult fat that 
explain the sensitivity of the lateral 


part of the thighs to cold. Such differ-. 


ences are probably not necessary, 
however, to the distribution of lesions 
in our patients. It seems likely that 
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‘the patients we deae had tonger 


two or more hours. Compounding the 
exposure, their horses trotted or g 


Jateral part of the thighs received the 
` full brunt of these chilling factors. 
The use of tight-fitting, uninsulated | 
riding pants could have slowed blood - 


patients ean be specified, the. pr cise 


‘tis is not known. 






their equestrian activities to warme: 
f months, 






and. more severe exposures to cold 
than many of the persons described in 
the literature. Our patients stated 
that air temperature and wind veloc- 
ity were not factors limiting their 
equestrian activities; only precipita- 
tion halted their pursuits. They fre- - 
quently subjected themselves to tem- 
peratures near or below freezing for 








loped at velocities between 16 and 40 


according to local meteorologic data 
ranged from 16 to 48 km/hr. The 


flow through the skin, further reduc- 
‘ing tissue temperature. Although t 


mechanism of i injury: in cold pannia i 


$ 


Since all patients refused to limit 









we suggested that they. ride . 


rga nents, "Three patients 
nd have not been availabl 
evaluation. One patiei 
d her riding to 1. mi 
day and wore looser, insulated pa 
reported substantial clinical imp 
Ment 
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Effect of Therapy on Keratin Polypeptide 


Profiles of Psoriatic Epidermis 


Mark J. LeVine, MD; Norah MeGilvray; H. P. Baden, MD 


; @ The sodium laury! (dodecyl) sulfate 
polyacrylamide gel electrophoresis (SLS 
PAGE) patterns of keratin: polypeptides 
‘were followed in 29 patients with psoriasis 
who were treated with middie wavelength 
ultraviolet (UV). radiation: (UV B. oral 
methoxsalen, and long wavelength. UV 






radiation (PUVA), or systemic antipsoriat- ` 


ic therapy. The keratin. patterns from the 
-Malpighian layer reverted to normal in 
several weeks, while. those of the stratum. 
‘corneum keratin reverted | more. slowly, 
often after clinical clearance | of the 
lesions. These data may indicate that 
‘therapy should not be discontinued until 
there is production. of. normal stratum 
corneum polypeptides. 
(Arch Dermatol 116:1028-1030, 1980) 


The sodium lauryl (dodecyl) sulfate 
polyacrylamide gel electrophore- 

sis (SLS PAGE) pattern of fibrous 
polypeptides from psoriatic epidermis 
"differs from unaffected and from 
normal epidermis. Using a different 
electrophoretic technique, Thaler et 
al also found a difference between 
normal and psoriatic scales and sug- 
gested that this difference could be 
explained by a structural gene abnor- 
nality. However, the finding of a 
normal pattern in the unaffected epi- 
dermis of a psoriatic individual’ and 
the demonstration by Skerrow and 
Hunter that the psoriatic pattern 
could be changed. by treatment with 
‘anthralin. and tar’ does not support 
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the concept of a structural gene 
defect. 

There have been a PE of histo- 
logie studies'* describing the morpho- 
logic alterations in psoriatic epidermis 
with treatment. We were interested 
in determining when and how the 
keratin polypeptide SLS PAGE pat- 
terns changed following the use of 
different treatment modalities. This 
report describes our findings follow- 
ing middle wavelength ultraviolet 
(UV) radiation (UV B), oral methox- 
salen, and long wavelength UV radia- 
tion (PU VA), or systemic antipsoriat- 
ic therapy. 


METHODS 


All patients in this study had plaque 
psoriasis that had not changed in at least 
two months and had not been treated for 
two weeks prior to initiation of the present 
therapy. Superficial stratum corneum was 
obtained by gently scraping the uninvolved 
and psoriatic skin with a scalpel. Epidermis 
was obtained by split-thickness biopsy 
after anesthetizing the skin with lidocaine. 
The tissue was kept on ice from the time of 
removal until its study. In uninvolved skin, 
the epidermis was separated from the der- 
mis by heating the skin to 50 °C for one 
minute and gently scraping with a seal- 
pel. 

Prekeratin, the fibrous protein of the 
Malpighian layer, was isolated from whole 
epidermis with citrate buffer pH 2.65.^ The 
epidermis was then extracted with 0.1M 
Tris (pH 9.0), 8M urea, and 0.1M mercap- 
toethanol (TUM) to obtain the fibrous pro- 
tein of whole stratum corneum. The fibrous 
protein öf- the superficial scales was 
extracted with TUM. The SLS PAGE. was 
done using the concentrating gel system 
deseribed by Neville’ The samples were 
incubated at 50 °C for ‘one hour in the 
p of 1% SLS and 1% mercaptoetha- 
nol and then dialyzed for 18 hours against 
the electrophoresis buffer that gives com- 
plete equilibration. 


Each. patient. who was treated with: 


PUVA ingested 0.6 mg/kg of body weight 
of methoxsalen two hours before exposure 
to UV A radiation from high-intensity 
fluorescent lamps. The initial UV A dose 
was determined by the person’s tanning 


history and. was increased by 0.5 joules/. 


sq em per treatment. 


The middle wavelength. UV radiation. : 


(UV B) was delivered in a walk-in eylindri- e 


eal chamber lined with 74. vertically: 


arranged fluorescent sunlamps: (Westing- 
house. FS-40 and FS-20). Although the spe 


tral power distribution of these. lamps | 


extends from 280 nm into the visible region 
with abroad peak at 313 nm, erythemogen- 











esis is due almost entirely to the UV B (280. l 


to 320 nm) component. Each person ini- 
tially received 80% of the predetermined 
minimal erythema dose and was treated 
five times weekly, Each subsequent treat- 


ment was inereased by 17% of the previous- 


dose if no erythema or tenderness was 
present. 


RESULTS 
The SLS PAGE pattern of prekera- 


tin from involved psoriatic epidermis |... 


differs from that of normal and unin- 


volved skin in two ways. First, in 


psoriatic epidermis (Fig 1); the bands 
of molecular weight 45,000 daltons 
(band No. 2) and 59,000 daltons (band 
No. 5) are always most intense, while 
the intensity of bands of molecular 
weight 51,000 daltons (band No. 4) and 
67,000 daltons (band No. 7) is much 
weaker. Second, in psoriasis, the pat- 
terns of prekeratin and TUM extract- 
able. protein from whole epidermis 
and superficial scales are identical. 
This:is not the case in normal epider- 
mis, so the patterns of TUM extracta- 
ble: protein of normal and psoriatic 
scales differ (Fig 2). During therapy, 
the SLS PAGE pattern of. psoriatic 
scales gradually changed to that of 
normal skin and the intermediate pat- 
tern (Fig 3) that is observed can be a 
mixture of these two patterns. 
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Fig 1.—Sodium lauryl sulfate polyacryla- 
mide gel electrophoresis pattern typical of 
psoriatic epidermal prekeratin. Numbers 
indicate bands. Band No. 2 and 5 are 
always most intense. 


Fig 2.—Sodium lauryl sulfate polyacryla- 
mide gel electrophoresis pattern of tro- 
methamine, urea, and mercaptoethanol 
extractable protein from psoriatic (left) 
and normal (right) superficial stratum cor- 
neum. Band X has a mobility between No. 
5 and 7. 


Fig 3.—Psoriasis (left), normal (center), 
and representative intermediate (right) 
sodium lauryl sulfate polyacrylamide gel 
electrophoresis pattern of superficial stra- 
tum corneum. Intermediate pattern is 
normal, with small amounts of band No. 2 
and 5. This is shown schematically. 





' Nine patients received total-body 
PUVA therapy three times weekly. 
One patient who did not respond to 
therapy of three months' duration 
always had a pattern typical of psoria- 
sis. In eight patients, samples of 
superficial stratum corneum were col- 
lected before treatment, at clearance 
(9595 of body free of lesions), and six 
months after clearance. At clearance, 
four had SLS PAGE patterns indica- 
tive of psoriasis, three had an inter- 
mediate pattern, and one a normal 
pattern. However, six months later, all 
eight patients had patterns of normal 
or uninvolved skin. 
E. Thirteen patients were treated with 
UV B five times weekly until clear of 
psoriasis. Four patients could be 
observed only until they were clear of 
psoriasis. At that time, two had an 
intermediate pattern and two had a 
psoriatic pattern. Four more patients 
were observed until clearance and for 
an additional six months. At clear- 
ance, one patient had a psoriatic pat- 
tern, one had an intermediate pattern, 
and two had a normal pattern, while 
after six months of therapy all 
lm. patients were still clear and had 
^ normal patterns. Another five pa- 
tients' patterns were examined only 
after the patients were free of lesions 
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_ tive in assessing resolution of psoriat- 


je plaques than is careful clinical 
observation. It would be desirable to 
compare the sensitivity of. SUS PAGE- 
. patterns to the histology of similarly. 
treated plaques. However, we are cur: 
rently unable to do this because of the 
‘frequency of skin biopsy specimens 
of prekeratin after UV. B therapy . required. eee 
demonstrates the early effect of These findings ‘may: indicate. that 
treatment on the synthesis of keratin the clinician should continue therapy 
In six patients treated with oral polypeptides. However, even weeks beyond the early gross clearance of 
thotrexate in standard antipsoriat- later when the patients were clear ^ lesions. The SLS PAGE pattern may 
c dosages (25 to 50 mg once weekly) ^ after UV Bor PUVA therapy, the SLS — be helpful in determining when thera- 
and one person treated with a syn- PAGE pattern of the superficial stra- ^ py has attained maximum benefit by 
thetic retinoid (RO 109359) at a dose indieating when. fibrous polypeptides 
of 1 mg/kg of body weight per day, are normal Although we observed 
the SLS PAGE pattern of protein normal. patterns six. months. after 
extracted from superficial scales re- clearing, the change might occur ear- 
verted to normal four to six months: lier and this could. be determined by 
after clearing... no _ performing the analyses at more fre- 
COMMENT S ; guent intervals, 


Ithough there is.à difference: in 
the relative amounts of the polypep- 
tide chains, the same chains appear to - 
be present in psoriatie and uninvolved 
n. In addition, psoriatic stratum 
corneum does not show a change in 
the SLS PAGE pattern in the outer 
layers, which in normal stratum cor- 


i with UV B. After two weeks 
_ of therapy, the pattern changed from 
that typical of psoriasis to that of ^to normal. ; 
normal prekeratin in the uninvolved The rapidity of the change (within 
skin in each of these three patients. — two weeks) in the SLS PAGE pattern: 
The SLS PAGE patterns of superficial 
.Seales. were still abnormal at that 

ime... ! i 
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Clinical, Surface Lipid Composition, and 
Quantitative Surface Microbiology Response 


© A double-blind study has been con- - 


ted to examine the effect of topical 1 


A signiticant reduction (88%) in the per- 
of free fatty acids in the surface 

was seen in the clindamycin-treated 
ip and not in the vehicle-treated 
'oup. There was no significant change in 
the surface microflora, Despite the short 
“duration of treatment, objective clinical 
improvement was seen in three of nine 
;, treated patients, while none was observed 
“in the placebo-treated patients. 

(Arch Dermatol 116:1031-1034, 1980) 


d hori clindamycin has been 
, shown to. be clinically effective’ 
‘and has enjoyed widespread use in the 
treatment of acne vulgaris? There 


è © have been no detectable serum levels 


of elindamyein. when it has been 


. applied in a 1% hydroaleoholic solu- 


tion, although substantial urine con- 
centrations have been demonstrated.‘ 
. To date, there have been no published 
reports of antibiotic-associated colitis, 
now known to be associated with over- 
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Topical Clindamycin Treatment of Acne 


Robert J, Thomsen, MD; Anna Stranieri; Dianne Knutson; John S. tinis, MD 


clindamycin hydrochloride hydrate in a — 
hydroalcoholic vehicle as compared to 
the effect of the vehicle alone. Fourteen - 
` patients applied clindamycin or vehicle 
alone twice daily for eight weeks. Free 
^; fatty acid surface lipid percentages, quan- 
titative bacterial counts, and clinical 
"response were assessed every two weeks. 


eal clindamycin hydrochloride - 









Protocol 


"Baseline studies were done during eae 
of three weekly visits. Patients were then. 
examined every two weeks during the 
treatment. period of eight weeks. The 
patients were examined by the same exam- 
iner at each visit. Assignment to the active- 
drug or the placebo was done in a double- 
id fashion. The topical solution was 
daily with a foam-rubber 
epica (ur. “bottle.” The patients we 
cid ep not to: use the ‘medication on th 


“growth of Clostridium difficile in | the pv 
large bowel, in patients using topiem 
indamycin. 
dy reported herein 
| ken to evaluate in the same 
patients the clinical response to 










drate, chan 
free fatty acids 







rial counts of the skin 








ial inflammatory lesions. These - 
P: les papules. (palpable and 
‘erythematous lesions less than.5 mm), an 
nodules ( than 5 mm), The data 
the Student's t test. 


MATERIALS AND METHODS _ 
Patients 


Patients were recruited from the stu- 
dent population at the University of Iowa, 
Iowa City. Eighteen patients began and: 14 
patients completed the study. Two dropped 
out of the study for personal reasons unre- < 
lated to treatment. Two were dropped 
because their baseline free fatty acid per- 
centage was below 3%. Both had mild aene. 
Nine patients were treated with a 1% 
clindamycin solution in a hydroaleoholic 
vehicle consisting of approximately 5% pro- 
pylene glycol, 70% isopropyl alcohol, and. 
25% water; the other five patients were 
treated with the vehicle alone... The two 
groups were comparable in age, skin type, 
and initial severity and duration of disease 
(Table 1. No patient had a histor 
gastrointestinal disease or -sensitivit 
lincomycin hydrochloride monohydrate 
clindamycin. No patient; had received any 
topical or systemic antibiotics or topical. or 
systemic corticosteroids for 30 days prior 





















“lections were taken from the central part 
of the forehead and pooled. Quantitati 
culture ae were used to d 





: ‘to the beginning of the study. Two patients 


(patients 9 and 10) were taking orál contras.. 
ceptives and continued taking them fer thes. 
duration of the study. Informed consent 
was obtained from each patient. A com- fs 
plete blood cell count (CBC), blood chemis-: 

try studies using an automated. multiple- 
analysis system, creatinine determination, 
and urinalysis were performed at the ini- 
tial visit and on completion of the study. 


/ - RESULTS 
- Clinical Response . 


There was no differ "nce in is m 










; Clindamycity 


| Table 1.—Clinical Status of Subjects | 


; No. of Initial Severity, No. : : cum 
Patients Average Skin Type, No. - Disease 
Age, i ÀÀÀ— » Moderately Duration, 
yr Oily Normal Severe Severe Moderate 








Clindamycin hydrochloride 
hydrate 


Average of 
. ; Total 
Pretreatment. Counts: 

Type Week, No. p xSD, No. - 
a of Berna ew tee 8 (Weeks ` 

Patient Lesiont > : . i Total No. i Total 4, 6, and 8) 
CuTS m .;^ Clindamycin Hydrochloride Hydrate 

3 2 


e. 
w 


64 70 59 63 


3 
5 
5 
0 
2 


0 
1 
4 
0 
3 
5 
3 
0 
5 
0 
[n 
2 
1 
1 
5 
2 
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js : Table 3.—Percentage of Free Fatty Acid in Surface Sebum on Each Evaluation 


Pretreatment 
Average 
+$D 
(Three 


Treatment Week 





* Patient Examinations) 


3.5 x 1.8 
9.5 + 1.5 
243 + 4.8 
113 x 3.9 


4 6 


Average Decrease, 
zSD* % 





Clindamycin Hydrochloride Hydrate 
1.3 11.0 


23 2.1 
6.2 3.3 
2.1 1.8 





26.4 + 1.3 
9.0 +09 


MPO CHE Poot ny a 


o 


214445 
Average 


+$D 14.7 + 81 


2.8 77 


48 + 5.4 
16 4 14t 
3.4 + 2.71 
14 + 0.9f 
5.2 + 2.57 








2.6 0.8 


4.8 x 3.41 3.2 + 371 





25.3 + 5.6 
19.0 + 9.1 


41.2 





259 + 6.9 57.4 





8.3 





16.3 x 11.7 


*Average of values from weeks 4, 6, and 8. 


23.7 + 26.5 


13.8 + 15.8 


+P «: .05-statistical significance compared to pretreatment values. 
{Week 8 value compared with pretreatment average. 


the placebo-treated group. Overall, in 
the group receiving topical clindamy- 
cin, there was improvement that was 
statistically significant when . the 
average count after eight weeks of 
treatment was compared to the pre- 
treatment average. However, only 
ree'patients (patients 2, 5, and 9) 
significant improvement when 
| each patient was analyzed individu- 
ally. The remaining patients: showed 
no improvement in -their lesion 
counts. 

A subjective evaluation was ob- 
tained at each visit. Of the patients 
receiving active medication, three (pa- 
tients 2, 5, and 9) reported marked 
improvement; three (patients 1, 3, and 
6) believed that they had had-some 
"improvement; and three (patients 4, 7, 
and.8) believed that there was no 
change. In the placebo group, only one 
, (patient 10) reported marked subjec- 
"tive improvement, and the rest be- 
lieved. that they. had had slight 
improvement. 


Side Effects 


Five patients (three receiving ac- 
tive. medication and two placebo- 
treated) had peeling; four (three re- 
ceiving active medication and one pla- 
cebo-treated) had erythema; and five 
(three receiving active medication and 
two placebo-treated) had burning or 
itching. Symptoms were mild to mod- 
erate in each case and tended to be 
milder in the group using the vehicle 
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alone. No patient had to stop treat- 


ment because of side effects. 


There were no systemic complica- - 


tions. No patient had diarrhea. There 
were no significant alterations in the 
laboratory test results conducted 
(CBCs, blood chemistry studies, erea- 
tinine level determinations, or urin- 
alyses) during treatment. 


Lipid Studies 


The pretreatment average percent- 
age of free fatty acid (@FFA) was the 
same in the active-medication and 
placebo-treated groups (Table 3). In 
the group receiving active medication, 


there was a 66% average reduction in 


the FFA within two weeks and an 
88% reduction in the GF FA by the'end 
of the eight-week treatment. period. 
Seven of the nine patients showed 
significant (P < .05) reductions. Re- 
duction in the @FFA did not corre- 
spond directly with the clinical re- 
sponse, although no patient had elini- 
cal improvement without showing a 
concomitant reduction in the FFA. 
In the control subjects, there was no 
significant change in the @FFA as a 
group, but two of the five subjects 
showed statistically significant reduc- 
tion in their FFA when evaluated 
individually. 


Microbiologic Studies 


There were no significant changes 
in the total number of organisms 
recovered by the surface collection 


x.t 


13.6 + 34 > 8.9 1.4 0.3 3.5 + 4.71 74 as 


4.0 + 3.1f 


18€ 23t 





123 x 5.11 
784.7 = 10.7 


16.6 x. 17.3 





einne Table 4 presents the dita. : 


for Pr acnes types I and II. There 
were wide variations in the counts E 
obtained in the surface collection 
method, as shown by the large SDs. 
While a significant (P < 05) decrease . 
in Pr acnes type I was seen in patient 

9 and in Pr acnes type IL in patient 4, — 
significant decreases in total Pr acnes: 
counts did not occur on group analy- 

sis. 


COMMENT 


In this study, we examined the clin- : 
ical response of inflammatory acne 
vulgaris to topical elindamyein by fol- 
lowing lesion counts, surface lipid 
composition, and surface microbios 
logie. populations. The relationships 
among these factors are elusive. Prosi 
plonibacterium acnes plays a key role 


in the stimulation of inflammatory |. 


response in aene, and the presence of 
this organism in the comedo is a nec 
essary but by no means sufficient. 
factor for disease activity.’ 

Free fatty acids; which are come- 
dogenie, are produced in the follicle by 
hydrolysis of triglycerides, primarily 
by Pr acnes. When injected intrader- 
mally in higher than physiologie con- 
centrations, FFAs stimulate a brisk > 
inflammatory reaction,” but at lower 
concentrations do. not induce. inflam- - 
mation." They are probably only one: 
of the factors involved in the produc- 


‘tion of inflammation, and their prime 


role may be the stimulation of micro- 
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Table 4.—Propionibacterium acnes Surface Concentrations 


Average 
Pretreatment 
x 10*/sq cm 


CH repo 
Type I! 
30 x 3.3 


Patient Type! 


Average 
Posttreatment 
X 10°/sq cm 
mmn Prem tamm rm 
Type! Type I 
25 + 1.8 1.13 0:2 





3.5 + 2.6 


*5P.« 05. 


: comedo formation. The percentage of 
|. FFAs in surface lipids is statistically 
higher in patients with aene but can 
..be low even in the presence of active 
acne (patient 1). However, measure- 

ment.of the surface lipids may not 

truly represent the composition of 

lipids within the individual piloseba- 
ceous unit since the measurement is 

made of a composite of multiple folli- 

cles, and since both epidermal and 

sebaceous lipids are being measured. 

The response to topical treatment 

of lesion counts, surface lipid composi- 

tion, and surface microbial counts is 

variable. Good clinical responses have 
been observed with the topical appli- 

cation of clindamycin,? erythromy- 

cin,’ and benzoyl peroxide." The 

. widespread use of these preparations 
attests to their clinical efficacy. Mills 

et al? noted a good clinical response 

with topical erythromycin, but they 

¿did not observe any decrease in 
surface Pr acnes counts. Anderson 

et al'* observed significant decreases 

(P < .001) in both FFAs and surface 


 L:Algra RJ, Rosen T, Waisman M: Topical 

. clindamycin in.acne vulgaris: Safety and stabili- 
ty. Arch Dermatol 113:1390-1391, 1977. 
." 2 Guin JD: Topical clindamycin: A double 
blind study. comparing clindamycin. phosphate 
with clindamycin hydrochloride. Int J Dermatol 
18:164-166, 1979. 

3. Resh W, Stoughton RB: Topically- applied 
antibiotics in aene vulgaris: Clinical response and 
suppression of Corynebacterium atnes in open 
comedones. Arch Dermatol 112:182-184, 1976, 

4. Stoughton RB, Resh W: Topical elindamyein 
in the control of acne vulgaris. Cutis 17:551-554, 
753978. 

; 5. Stoughton RB: Topical antibiotics for acne 
-v vulgaris: Current usage. Arch Dermatol 115:486- 

“489, 1979. 

25756. Voron DA: Systemic absorption of topical 
clindamycin. Arch Dermatol 114798, 1978. 
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0.2 + 0.4* 
24 4 34 











bacteria with benzoyl peroxide treat- 
ment. Decreases in the %FFAs have 
been reported after the topical use of 
erythromycin,” tetracycline hydro- 
chloride,^ and benzoyl peroxide.” On 
the other hand, decreasing the surface 
FFAs using a topical bacterial lipase 
inhibitor did not decrease either bac- 
terial or lesion counts after five weeks 
of therapy.” 

Surface collections of Pr acnes are 
probably not adequate for sampling 
the microcomedonal population re- 
Sponsible for lipolysis, sinee surface 
sampling of the bacterial population 
does not accurately reflect the come- 
donal population or metabolic activity 
of Pr acnes. It appears that monitor- 
ing the surface %FFA is a more valu- 
able laboratory test than surface Pr 
acnes concentration determination for 
studying interfollicular changes seen 
with treatment of acne. ` 

The mechanism of clinical improve- 
ment with therapy does not seem sole- 
ly dependent on either suppression of 
bacterial flora or decrease in the 
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| SEPA. Antibiotics may produce par- 


tial or selective suppression of bacteri- 
al metabolic activity that prevents the 
follicular organisms from elaborating 
an as yet unidentified comedogenic 
faetor. The work of Esterly et al 
Showing marked suppression of leuko- 
cyte chemotaxis” with tetracycline, 
clindamycin, and erythromycin sug- 


“gests that anti-inflammatory rather 


than antimicrobial action may be the 
important. pharmacologic effect in 
acne treatment. Whatever the mecha- 
nism of action of antibioties is, the 
clinical response lags far behind the 
biochemical effect. 

From this study, we conélude. that 
there is a significant (P < .05) and 
prompt decrease in the FFA with 
clindamycin treatment (66% reduction 
at two weeks, 88% reduction at eight 
weeks); significant (P < .05) de- 
creases in surface FFAs can occur 
without a change in the surface micro- 
bial flora; and clinical improvement in 
treated subjects can occur without a 
change in the surface microbial flo- 
ra. 

We believe that topical clindamycin 
is effective in treating inflammatory 
acne. The clinical response in our 
treated patients was not impressive, . 
but eight weeks is probably an insuf- 
ficient period in which to judge clini- 
cal response accurately. 
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Pemphigus in Hartford County, Connecticut, 


- From 1972 to 1977 


David G. Simon, MS, MD; David Krutchkoff, MS, DDS; Richard A. Kaslow, MPH, MD; Richard Zarbo, DMD 


è An investigation of a possible cluster 
of pemphigus cases that were diagnosed 
in Hartford County, Connecticut, in 1977 
provided data for estimating the incidence 
of this disease in a defined population for 
the years 1972 to 1977. The average 
annual incidence (new cases per popula- 
tion per year) estimated for the overall 
adult population (over the age of 20 years) 
was 0.42 cases per 100,000 people, 
whereas that for Jewish adults was 3.2 
cases per 100,000. Thus, the results of 
this report both support the hypothesis 
that Jewish people are at higher risk than 
others for the development of pemphigus 
and provide a basis for comparison with 
the results of other studies of this dis- 
ease. 

(Arch Dermatol 116:1035-1037, 1980) 


Fig 1.—Representative photomicrograph of typical oral lesion in 
case of oral pemphigus vulgaris. Note obvious suprabasilar 
cleavage with ‘‘tombstone”’ effect created by residual basal cells 
(hematoxylin-eosin, x 220). 
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Dum is a rare, probably 
autoimmune disease of unknown 
causes. We have found no reports on 
its rates and patterns of occurrence in 
a defined population in the United 
States; only one published study from 
Israel' deals with ascertaining the fre- 
quency of pemphigus. This report on 
the incidence of pemphigus in Hart- 
ford County, Connecticut, was 
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prompted when one of us (D.K.) had 
five patients with pemphigus referred 
for biopsy of oral lesions in the last 
half of 1977 after seeing no other 
cases in 5% years of practice there. 
Four of these patients resided in the 
greater Hartford area, and the fifth 
visited the area frequently. We there- 
fore tried to determine whether the 
cluster represented a truly unusual or 
inereasing occurrence of the disease in 
Hartford County. 


METHODS 


We used several surveillance techniques 
in an attempt to find all cases of pemphi- 
gus vulgaris, foliaceus, vegetans, or ery- 
thematosus that occurred in Hartford 
County between Jan 1, 1972, and Dec 31, 


Fig 2.—High-power magnifications of suprabasilar region from 
oral biopsy specimen in second case of oral pemphigus vulgaris. 
Note suprabasilar cleft with acantholytic cells floating within 
vesicular space (hematoxylin-eosin, x 440). 
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Fig 3.—Pemphigus cases, by year of onset and diagnosis, Hart- 
ford County, Connecticut, 1972 to 1977. 







Diagnosis 


No. of Cases 


SO we OM Aw Qoe N WwW A 








1972 1973 1974 1975 1976°1977 
(I Diagnosed by Oral Pathologist 


D r 


1977. An oral pathologist (D.K.) evaluated 
the condition of four such. patients with 
oral lesions and little or no cutaneous 
involvement. Each case was examined by 
at least one other pathologist, diagnosed 
` histopathologieally as pemphigus vulgaris 
on the basis of acantholysis and suprabasi- 


© lar cleavage (Fig 1 and 2); and confirmed 


by direct. or indirect immunofluorescence 
microscopy. Details of the immunofluores- 
cence tests were not available, however. 
Two dermatopathologists in Connecticut, a 
large private laboratory with a surgical 
5 pathology service, and the pathology 
departments of ten hospitals in Hartford 
County and the Yale-New Haven (Conn) 
Medieal Center were asked to search their 
records for reports of pemphigus that 
occurred in the six-year study period. We 
examined medical records of patients dis- 
charged in the same period with a diagno- 
sis of pemphigus from any of the general 
hospitals in Hartford County or from 
Yale-New Haven Medical Center. Finally, 
we canvassed all dermatologists listed in 
the 1977 Directory of Medical Specialists or 
the Hartford County telephone direetory 
as practicing dermatology in Hartford 
County. 

We selected cases on the basis of the 
following criteria: the patient was a resi- 
dent of one of the 24 towns listed below, 
the clinical diagnosis was confirmed histo- 
pathologically with light: microscopy and/ 
;;or immunofluorescence microscopy, and 

onset of symptoms was determined. by 
ehart review or personal interview to have : 
^. occurred between Jan 1, 1972, and. Dec 31, 
21977. ; 
^ Although. we sereened all of Hartford 
County in the initial survey, our final study 
population ineluded residents of the follow- 
ing 24 (of 27) contiguous townships of this 
north-central Connecticut county: Avon, 
Berlin, Bloomfield, Bristol, Burlington, 
East Granby, East Hartford, East Wind- 
sor, Farmington, Glastonbury, Granby, 
Hartford, Manchester, New Britain, New- 
ington, Plainville, Rocky Hill, Simsbury, 
Southington, South Windsor, West Hart- 
ford, Wethersfield, Windsor, and Windsor 
Locks, These towns are near one or more of 
the medical care providers who partici- 
pated in our survey, and their residents are 
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Average Annual Incidence of Pemphigus in Persons in Hartford County, 


Connecticut, From 1972-1977, and in Jerusalem From 1952-1972' 


Harttord County, Connecticut 


Jerusalem 





Jews 
No. of cases 4 
Rate* 3.2 
9596 Confidence limitst 0.88-8.19 








*Per 100,000 persons more than 20 years old. 


Non-Jews 
8 12 76 


0.13-0.57 


Total Jews 





0.29 0.42 


0.22-0.73 


TThe 95% confidence intervals of incidence rates for Jews and non-Jews do not overlap, clearly 
demonstrating a significant difference in these rates at the P < .05 level. 


far less likely than those of the three 
townships excluded from the study to seek 
primary eare outside the county. Census 
data on these 24 towns were used in caleu- 
lating the ineidence of pemphigus for the 
non-Jewish populations over the age of 20 
years. Estimates published. in the 128th 
Registration Report on vital statisties by 
the Connectieut Health Department show 
that the 1975 population of Hartford Coun- 
ty was approximately 824,700 persons and 
that the population. of the 24 townships 
included in our study was approximately 
757,800. The number of persons over the 
age of 20 years in the 24 survey towns. was 
estimated by multiplying the total popula- 
tion number of these towns by the propor- 
tion of people over the age of 20 years in 
Hartford County as reported in the 1970 
US census. 

Estimates of the size of the Jewish pop- 
ulation of Hartford County were provided 
by a research consultant of the Council of 
Jewish Federations, Ine, New York. The 
estimate of the Jewish population for all of 
Hartford County is 24,500. This figure is 
generated from a count of households (tak- 
en from lists of memberships in, clients of, 
and contributors to all Jewish organiza- 
tions in the:area) multiplied by a factor of 
three, ie, according to a nationwide aver- 
age of three people per household. Several 
communities have tried to determine the 
percentage of Jewish households not on 
any list of Jewish organizations and, in 
some, underestimates of the Jewish popu- 


‘lation: have been inferred, 


Based on such data, it is unlikely that the 
Jewish population of Hartford would be 
underestimated by more than 20%, aceord- 
ing to Alvin Chenkin (written communica- 
tion, July 25, 1979). Thus, the Jewish popu- 
lation there may be as high as 30,625; we 
used this. figure in caleulating the inci- 
dence of pemphigus for Jewish people. We 
estimated the size of the Jewish population 
over the age of 20 years on the basis of the 
age distribution reported by the National 
Jewish Population Study of the Couneil of 
Jewish Federations, Inc? 

The Poisson distribution? was used for 
significance testing and for constructing 
95% confidence intervals around incidence 
data. 


RESULTS 


We found that pemphigus vulgaris 
developed in 11 residents of the sur- 
vey area and pemphigus vegetans 
developed in one resident between 
Jan 1, 1972, and Dec 31, 1977. 
Although six of 12 cases were diag- 
nosed in 1977, when the cases were 
evaluated by year of onset rather than 
by year of diagnosis (Fig 3), the distri- 


bution was not unusual and did not. = 
support the suspicion that the inci ^ 


dence of pemphigus was rising. in 
Hartford County in the six-year sur- 
vey period. 

Ten patients were women and two 
were men. All were white, as might be 
expected from the 1970. US census 
data, which showed that fewer than 
10% of the Hartford County popula- 
tion were black. The mean age of 
onset was 63.6 years (range, 38 to 84 
years) The Table summarizes the 
incidence rates. For the population 
over 20 years, the average annual inci- 
dence of pemphigus for this six-year 
period was 0.42 per 100,000 persons 
(95% Poisson confidence interval, 0.22 
to 0.73). Four of the 12 individuals 
with pemphigus were Jewish, from 
which we estimated an average 


annual incidence of 3.2 cases per ^ 


100,000 Jewish residents over the age 
of 20 years (95% Poisson confidence 
limits, 0.88 to 8.29) and an average 
annual incidence of 0.29 per 100,000 
for non-Jewish residents over the age 
of 20 years (95% Poisson confidence 
limits, 0.13 to 0.57) (Table). , 


COMMENT 


Our investigation did not show that 
the incidence of pemphigus was rising 
in Hartford County as of the latter 
part of 1977, although the results pro- 
vided a basis for estimating the inci- 
denee of pemphigus in a specific pop- 
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< ulation. As in the only other published 
‘incidence’ study from Jerusalem, 
more women than men had the dis- 
ease (P « .02). Our estimated average 
annual incidence of 0.42 cases per 
100,000 people over 20 years of age is 
significantly lower than the 1.61 cases 
=- per 100,000 reported for the adult pop- 
ulation of Jerusalem. Inadequate case 
“| ascertainment. in Hartford County 
. may partially explain these discrepant 
rates, as may differences in the age 
composition of the two populations. 
However, the most likely explanation 

for the higher rates reported for the 
Jerusalem population is that pemphi- 
gus affeets Jews more frequently 











than others, as suggested by. the eth- 


nic distribution: of cases in several 





‘dence of pemphigus for Jews was 
more than ten times higher than that 
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clinical. series.** The findings in our. 
population-based study that the inci-.- 


os Be National Jewish Population Study, Demos ^ 


) patients admitted to Bellevue Hospital from. 


for non-Jews provides strong addi- 
tional support for such an interpreta- 
tion. Viewed in another way, a sub- 
group that comprised only 3.0% to 
3.7% of the overall population ae- 
counted for 33% of all cases of pemphi- 
gus that developed in this population 
from 1972 to 1977. Neither an assump- 
tion that we underestimated the Hart- 


ford County Jewish population by as 


much.as 25,000 people (50%) nor für- 
ther age adjustment of the incidence 
for adults based on the age distribu- 
tion of the nationwide Jewish popula- 


tion’ affects the findings that the . 


incidence of pemphigus was signifi- 
cantly higher for Jews than for others 
(P. « .05). 

A genetic influence on the occur- 
rence of pemphigus has been. sug- 
gested in several reports of an associa- 


tion between HLA-A10 and pemphi- 
gus vulgaris™ and in one suggesting 
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an association with. what is now 
designated as  HLA-B13." More 
compelling evidence for a genetic role. 
derives from a recent study of 23 

Jewish patients in California demon- 

strating a strong correlation between: 
pemphigus vulgaris and HLA-DRw4, 
a gene linked to the HLA-A26 sub- 
group of HLA-A10." The correlation 
seems to be far stronger for Jews than 


of geographic and ethnic influences on 
the occurrence of pemphigus could 


Jerusalem, had an annual incidence 
fourfold higher (2.70/100,000) than 
that in other Jews (0.61/100,000), At- 


our study of Hartford County need to - 
be confirmed with additional popula-:' 


Alvin Chenkin provided estimates’ of the 
Jewish population.of Hartford County. 
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Case Reports | 


* Hodgkin's disease involving the skin 
is an unusual occurrence and often por- 
lends a poor prognosis. We present a 
case of Hodgkin's disease and extensive 
skin infiltration with a favorable outcome. 
A variety of therapeutic modalities, includ- 
"ing a mixture of mechlorethamine hy- 

drochloride, vincristine sulfate, predni- 
sone, and procarbazine; .electron-beam 
radiation; topical mechlorethamine. hy- 
drochloride; and intravenous vinblastine 
sulfate were employed with moderate suc- 
cess. 
(Arch Dermatol 116:1038-1040, 1980) 

















kin involvement in non-Hodgkin's 
lymphoma is well recognized. In 
Hodgkin's disease, skin infiltration is 
less common. A recent report cites an 
incidence of 0.5% among 1,810 pa- 
tients with Hodgkin’s disease.’ The 
specific skin lesions are’ usually 
_ papules or nodules that may become 
ulcerated." Most often, the skin 
involvement is localized and is asso- 
ciated with a poor prognosis.*" 
Several patients with Hodgkin’s 
disease with extensive skin involve- 
ment and prolonged survival have 
been described. In one description of 
three patients, the Hodgkin's disease 
was thought to be cutaneous in ori- 
gin.’ In a more recent report, wide- 
spread skin involvement developed in 
a patient with proven lymph node 


had favorable clinical courses. Para- 
doxically, these patients had general- 
ized, as opposed to localized, skin 
involvement. In a few patients with 
Hodgkin’s disease, extensive skin in- 
filtration is not an indicator of an 
adverse prognosis. 
- ^, We describe a patient who exem- 
= plifies this phenomenon. The clinical 
and histologie aspects of his disease, 
as well as his response to a variety of 
therapeutie modalities, are discussed. 


REPORT OF A CASE 


We first evaluated. the condition of a 
40-year-old man in June 1976 for what he 
described as a change in the nature of his 
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disease." In both reports, the patients . 






Skin Infiltration in Hodgkin's Disease 


Robert A. Gordon, MD; Donald P. Lookingbill, MD; Arthur B. Abt, MD 


psoriasis. The psoriatic lesions had always 
been confined to his extremities, but dur- 
ing the preceding three months, papules 
and nodules developed on his extremities, 
chest, and back. He had no other com- 
plaints and felt well. 

The patient's history was important for 
mixed-cellularity Hodgkin's disease, which 
was diagnosed after a right inguinal lymph 
node.biopsy in 1973. His disease was clini- 
cally staged IIA because of an abnormal 
lymphangiogram involving bilateral iliac 
and para-aortic lymph nodes. At that time, 
he was treated with total nodal irradiation. 
From 1973 to 1976, he felt well and had no 
clinical evidence of Hodgkin's disease. 

Physical examination showed numerous 
violaceous papules on the chest and back 
(Color Fig 1). The papules on the. trunk 
were firm and ranged from 3 to 5 mm. 
Slightly larger papules and nodules, up to 1 
em, were found on the extremities, partic- 
ularly over the dorsal surfaces of the hands. 
All these lesions were characteristically 
indurated, violaceous, and, nonscaling. 
There also were some larger, nonindurated 
plaques on the arms and legs ‘that were 


thought to be consistent with his preexist- ` 
ing psoriasis. Several fixed; nontender 
lymph nodes measuring 2 x 3.em were... 
present in the left inguinal area. The liver 
and spleen were not palpable, and the | 
results of the remainder of the physical ` 


examination were unremarkable, . 


A left inguinal lymph node biopsy was | 


performed; the. specimen revealed Hodg- 
kin's disease (Fig 1). A skin biopsy speci- 


men obtained from the back showed ano 


atypical infiltrate consistent. with Hodg- 
kin's disease. Restaging evaluation tests 
including chest roentgenogram, intrave- 
nous pyelogram, liver-spleen sean, gallium 
citrate Ga 67 sean, bilateral bone marrow 
biopsy specimens, and liver chemistry 
study results showed no abnormalities. 

He was treated with monthly cycles of 
mechlorethamine hydrochloride, vincris- 
tine sulfate, prednisone, and procarbazine 
(MOPP). After each cycle, the skin lesions 
regressed- but recurred before his next 
chemotherapy cycle. After five courses of 
MOPP therapy, there was no overall 
improvement in the skin lesions and anoth- 
er skin biopsy speeimen was taken from a 
papule on the baek. This showed evidence 
of Hodgkin's disease. 

In December 1976, he was treated with 
total-body electron-beam irradiation. He 
received 3,000 rads of 3 meV during a 
four-week course, with a resultant dramat- 
ie regression of the skin lesions. Except for 
mild postradiation inflammation and des- 
quamation, the skin was clear of lesions. 

One month later, multiple violaceous 
papules and nodules appeared. At this 
time, the patient also complained of night 
Sweats. In Febrüary 1977, a biopsy speci- 


men of a back lesion again showed Hodg- 
kin's disease. Chest roentgenogram, gal- 
lium citrate Ga 67 sean, and bilateral bone 
marrow biopsy specimens showed no evi- 
dence of disease. A repeated lymphangio- 
gram was performed that, when compared 
with the lymphangiogram of 1973, showed 
that the previously abnormal lymph nodes 
were smaller. The skin lesions worsened 
during the next three months. 

In May 1977, palliative therapy was 
begun with a single agent, vinblastine 
sulfate, in a dose of 10 mg given intrave- 
nously every two weeks. The skin nodules 
and papules regressed within three days 
after each treatment, but reappeared three 
to four days before the next treatment. 
After six months of biweekly vinblastine 
therapy, daily chlorambucil therapy was 
added, but was discontinued after eight 
months because it seemed to be of little 
benefit, The vinblastine therapy was con- 
tinued and, although some lesions seemed. 
to respond, a few lesions continued. to 
enlarge, and new lesions developed. In May 
1978, an eroded vegetative lesion on the. 
dorsum of the left foot (Color Fig 2) under- * 
went biopsy and again showed Hodgkin's 
"disease. 

"Topical mechlorethamine therapy was 


initiated in June 1978 when, in addition to 
the lesion on the foot, the patient had 
“several ulcerated lesions. on his legs and 
innumerable generalized papules. The topi- 
eal mechlorethamine was used with the 
technique employed in treating mycosis 
fungoides." Ten milligrams of mechlore- 


thamine hydrochloride was mixed with 60 
mL of tap water and immediately applied 
to the entire body surface. Initially, the 
topical mechlorethamine seemed effective, 
and within two months, the lesion on the 
foot resolved, the nodules on the legs 
improved, and the papules on the trunk 
became less noticeable. A psoriasiform der- 
matosis that was especially marked on the 
arms remained (Color Fig 3). However, 
scattered new papules and nodules contin- 
ued to develop, and an eroded nodule devel- 
oped on the dorsum of the left thumb. The 
arm eruption and thumb nodule underwent 
biopsy in September 1978. The arm lesion 
showed chronie inflammation and the 
thumb nodule showed changes of Hodg- 
kin's disease (Fig 2). 

Topieal mechlorethamine therapy was 
discontinued after nine months,because it 
no longer seemed effective. Local radiation 
therapy was given to the thumb lesion and 
produced dramatic improvement. At this 
writing, the patient continues to receive 
parenteral. vinblastine biweekly. The 
chronic inflammatory eruption persists 
despite use of a topical triamcinolone ace- 
tonide ointment and an emollient cream. 
There are seattered papules on the legs, 
trunk, and face. His skin involvement is 
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Color Fig 1.—Firm violaceous papules and 
nodules on back at time of initial examina- 
tion. 


not greatly different in extent than it was 
three years earlier. It has been six years 
since the diagnosis of Hodgkin’s disease 
was established, and he remains otherwise 
healthy without evidence of extracuta- 
neous disease. 


COMMENT 


Benninghoff and colleagues" re- 
viewed cases of 134 patients with 
Hodgkin’s disease and found ten 
patients with biopsy-proven skin in- 
volvement. Nine of the ten patients 
had a pattern of initial lymph node 
involvement and subsequent skin in- 
vasion in the drainage area of the 
affected lymph nodes. The only excep- 
tion was a patient with simultaneous 
breast and axillary lymph node dis- 
ease. They suggested that Hodgkin’s 
disease of the skin occurred when the 
malignant cells were carried to the 
skin in a retrograde flow of lymph 
secondary to lymph node obstruction. 
In seven of their ten patients, the skin 
involvement occurred with localized 
lymph node involvement. 

Kaplan, in his book on Hodgkin’s 
disease, notes that subcutaneous nod- 
ules are seldom seen except in 
patients with extensive or highly 
aggressiye disease. Smith and Butler’ 
commented on nine patients with skin 
involvement among 1,810 patients. Six 
of the nine patients died within six 
months of the diagnosis of skin 
involvement, and two patients sur- 
vived 13 and 24 months. Their experi- 
ence supports the concept that skin 
involvement in Hodgkin's disease 
indicates a poor prognosis. They also 
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Color Fig 2.—Ulcerating tumor on dorsum 
of foot. 


Color 


Fig 3.—Psoriasiform dermatosis 
unaffected by topical mechlorethamine 
hydrochloride therapy. 
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Fig 1.—Lymph node biopsy specimen shows architectural distortion and pleomorphic 
cellular infiltrate. Inset demonstrates Reed-Sternberg cell (hematoxylin-eosin, x 380; 
inset, x 960). 


who were still alive 16, 9!ó, and 61% 
years after the lesions were first 
noted. Two of these patients were 
never treated; the third was treated 


observed that the skin was most often 
involved by retrograde lymphatic 
spread from involved lymph nodes. 
Neither of these concepts seems to 





apply to our patient; his disease course 
has been favorable and his skin lesions 
continue to develop in the absence of 
detectable nodal or visceral disease. 
Szur and colleagues? described three 
patients with histologically proven 
Hodgkin's disease confined to the skin 


with total-body eleetron-beam thera- 
py and subsequent daily chlorambucil. 
It was suggested that this was a rare 
variant of Hodgkin’s disease with a 
favorable prognosis. However, none of 
these patients ever had lymph node 
involvement. 
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Fig 2.—Biopsy specimen from thumb shows dermal infiltrate with many large atypical 
cells. Reed-Sternberg cell is seen in inset (hematoxylin-eosin, x 380; inset, x 1,120). 


Rubins* described a patient with 
clinieal stage II Hodgkin's disease 
who was treated with radiation thera- 
py to an "inverted Y" with complete 
resolution. Two months after radia- 
tion therapy, a biopsy specimen of a 
skin lesion showed Hodgkin's disease. 
A generalized papular rash subse- 
quently developed. Treatment with 
procarbazine hydrochloride resulted in 
improvement; oral cyclophosphamide 
was without benefit. During two 
years, the skin lesions worsened, and 
the patient was treated with vinblas- 
tine sulfate, 10 mg intravenously, 
with dramatic clearing of the lesions. 
Like our patient, Rubins’ patient 
needed to receive vinblastine every 
two to three weeks because of 
repeated recurrence of the skin 
lesions. She is described as alive and 
well after five years without clinical 
evidence of extracutaneous Hodgkin’s 
disease. 

The similarity between Rubins’ pa- 
tient and ours is quite striking. Both 
manifested Hodgkin’s disease con- 
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lymphoma of the skin: A clinicopathologie study 
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nosed by skin biopsy. Cancer 38:1282-1296, 1976. 

2. Chabner BA, Johnson RE, Young RC, et al: 
Sequential non-surgical and surgical staging of 
the non-Hodgkin's lymphoma. Ann Intern Med 
85:149-154, 1976. 
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Hodgkin's disease, abstracted. Arch Dermatol 
114:1832, 1978. 

4. Andrace R, Gumport SL, Popkin GL, et al: 
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fined to the lymph nodes and were 
treated successfully with radiation 
therapy, only to have the disease recur 
in the skin. Extensive skin involve- 
ment that is responsive to vinblastine 
but recurs when the treatment inter- 
val is extended beyond two to three 
weeks developed in both. They remain 
in good health and have evidence of 
cutaneous Hodgkin's disease only. 

The effect of the different modes of 
therapy used in our patient should be 
stressed. Standard MOPP therapy had 
little lasting effect. Total-body elec- 
tron-beam therapy caused complete 
resolution of the skin lesions, but they 
recurred after only one month. Topical 
mechlorethamine therapy resulted in 
initial improvement, especially in one 
of the large nodular lesions. However, 
further improvement was not 
achieved with more prolonged topical 
therapy. Biweekly intravenous vin- 
blastine seems the most successful 
modality in controlling his skin dis- 
ease. 

The reason Hodgkin's disease can 
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remain localized to skin without 
apparent spread to other tissues is 
unknown. T-cell lymphoproliferative 
disorders such as mycosis fungoides 
and “T-cell” chronic lymphocytic leu- 
kemia have predilection for the skin... 
However, the Reed-Sternberg cell of 
Hodgkin’s disease is of uncertain ori- 
gin, although a recent report suggests 
that it is derived from the macro- 
phage." The histologic type of Hodg- 
kin's disease involving the skin may 
be of importance. Of the ten cases of 
Hodgkin's disease with cutaneous 
involvement in which the histologic 
findings were documented, nine cases 
were of the nodular sclerosing type 
and one case showed mixed cellularity. 
Our patient had  mixed-cellularity 
Hodgkin's disease. 

In such an unusual case, the diagno- 
sis should be questioned. However, 
several expert pathologists agree on 
the diagnosis in our case. Multiple 
skin biopsy specimens taken during 
the past three years continue to show 
Reed-Sternberg cells. 

The absence of documented nodal or 
visceral involvement, despite notable 
proliferation of skin lesions, suggests 
that this manifestation of cutaneous 
Hodgkin's disease may be a distinct 
entity or might represent an unusual 
host-tumor relationship. In contrast to 
most cases of Hodgkin's disease with 
skin infiltration, this type of involve- 
ment may portend a good prognosis. 

Since preparation of the article, a 
left axillary lymph node became pal- 
pable. This underwent biopsy and the 
specimen showed recurrent Hodgkin's 
disease. Restaging procedures showed 
no other evidence of Hodgkin's dis- 
ease. The patient remains asympto- 
matic. 


Robert Hamilton, MD, provided care for the 
patient, and John Stryker, MD, administered 
electron-beam therapy. 
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Levodopa Administration 
" and Multiple Primary Cutaneous Melanomas : 


| Joel E. Bernstein, MD; Maria Medenica, MD; Keyoumars Soltani, MD; Anne Solomon; MD; Allan L. Lorinez, MD 


©. Malignant. melanoma derives from 
melanocytic cells that possess the special 
biochemicat 











receiving levodopa have been observed to 
“have acquired melanomas, raising con- 
cern about a possible relationship be- 
tween this drug and the tumor. We 
‚encountered a 74-year-old. woman in 










developed after she had been receiving 
long-term therapy with levodopa and a 
decarboxylase inhibitor. These lesions 


could be distinguished histologically from : 


epidermotropic metastatic melanoma. Al- 
though the association between levodopa 
and melanoma is tenuous, careful moni- 
toring of pigmentary changes in patients 
receiving levodopa is advised. 

(Arch Dermatol 116:1041-1044, 1980) 


E: ong-term oral administration of 
levodopa (4-dihydroxyphenylal- 
anine), either alone or in combination 

_ with à peripheral decarboxylase inhib- 
itor, has been used extensively during 
the last decade in the treatment of 
Parkinson's disease.* While various 
side effects from long-term adminis- 
tration of levodopa have been de- 
scribed, these have not included stim- 
ulation or augmentation of the pig- 
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whom three distinct primary melanomas 





mentary system. Since malignant 
melanoma is composed of cells that 
possess the biochemical pathway for 


conversion of levodopa to melanin, 
‘concern has been expressed about a 
possible relationship between levodo-: 


pa and the induction or stimulation of 


‘growth of cutaneous melanoma.’ 


Levodopa is a precursor of dopa- 
mine. Its use in Parkinson’s disease is 


based on the fact that, while dopamine 


does not cross the blood-brain barrier, 
levodopa does and is converted to 
dopamine in the basal ganglia. Mela- 
nin synthesis begins with tyrosinase- 
catalyzed conversion of tyrosine to 
levodopa, which is then converted 
through a series of intermediate steps 


to melanin.* Levodopa and many phe-- 


nol and indole melanogens are ex- 
creted in the urine of patients with 
malignant melanoma, and urinary lev- 
els of such substances have been corre- 
lated with the extent of tumor load. 
The relationship of this unique meta- 
bolie pathway to the benign and ma- 
lignant proliferation of pigment cells 
is uncertain, but it is possible that 
levodopa administration might have 
important effects on such prolifer- 
ation. To our knowledge, the following 
is the second reported case of multiple 
primary melanocytic malignant neo- 
plasms associated with long-term 
levodopa administration. It prompts 
further consideration of the relation- 
ship of this drug to melanoma. 


REPORT OF A CASE 


In December 1977, a 74-year-old woman 
noted. a tender, elevated, erythematous 
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“her local: physician, demonstrated a level. 


: evidence of any masses, lymphadenopathy, 





































nodule on her scalp, which, on histologic 
examination of a biopsy specimen taken by 
IV. malignant melanoma arising in a -len- - 
tigo maligna. The lesion was excised and a 
skin flap rotated to cover the defect. The. 
patient subsequently received local. x-ray: 
therapy to thie area for four months, and: 
was then referred to the University of 
Chicago's Section of Dermatology for eval- 
uation and treatment of the melanoma. 

At the time of her first visit in May 1978, 
her past history was notable for a benign 
essential tremor diagnosed in 1968, for 
which ‘she had received levodopa for ten 
years. During the previous two years, a 
mixture of 10 mg of carbidopa and 100 mg 
of levodopa’ (Sinemet-10/100) had been 
administered three times a day. There was 
no family history of malignant melano- 
ma. 

On physical examination, abnormal find- 
ings were limited to a fine tremor of the 
patient's; head and hands. There was no ^ 


hepatomegaly, or splenomegaly. Chest, - 
spine, and skull roentgenograms, as well as 

gallium, brain, liver-spleen, and lung radio- 

nuclide scans, were all normal. Daearbazine - 
(DTIC-Dome) (250 mg/sq mi/day) was 

administered intravenously for three days ^ 
each month, until six courses of therapy 
had been completed, : 

In October 1978, six newly apparent 1- tó 
2-mm purple-blue nodules within the area. 
of the rotated skin flap were removed by 
excisional biopsy. There was no lymphade- 
nopáthy, hepatosplenomegaly, or roent- 
genographie evidence of metastatic dis- . 
ease. Histologic examination of all six. 
speeimens indicated similar pathological 
features (Fig 1) The epidermis demon- 
strated numerous atypical melanocytes 
with some cells in a few small nests at the 
epidermodermal junction. The cells were 
large and had large hypercehromatie nuclei. 
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Fig 1.—Biopsy specimen of recurrent melanoma showing atypical melanocytes at 
epidermodermal junction and in basal layer of infundibular epithelium (single arrows). 
Nests of atypical melanocytes are also visible in dermis (double arrows) (hematoxylin- 


eosin, x 400). 
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The basal layer of the infundibular epithe- 
lium of the hair follicles showed similar 
changes. In the upper dermis, sheets of 
atypical and pleomorphic melanocytes con- 
taining various amounts of melanin were 
observed. The zone of atypical melanocytes 
within the dermis was narrower than that 
within the epidermis. The area of recur- 
rence was treated with an additional 2,800 
rads of electron-beam radiation delivered 
in four weekly doses of 700 rads each. 

In November 1978, a 2-mm brown papule 
was observed on the dorsum of the 
patient's left foot. This lesion was excised, 
and histopathologic examination indicated 
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Fig 2.—Biopsy specimen of pigmented lesion on left foot demonstrating moderately 


atypical melanocytes at the epidermodermal junction (single arrows) (hematoxylin-eosin, 
x 400). 


a moderate number of nevus cell nests in 
the epidermis at the epidermodermal junc- 
tion that showed some atypia and finely 
distributed melanin pigment (Fig 2). Occa- 
sional mitotic figures were observed. The 
upper dermis indicated a moderately dense 
lymphohistiocytic infiltrate.'' A diagnosis 
of malignant melanoma level I was made. 

In January 1979, the patient had a firm 
flesh-colored 5-mm papule over her right 
eyebrow. Histologic examination of this 
lesion showed a slightly acanthotie epider- 
mis over the dermal tumor (Fig 3). Numer- 
ous atypical pleomorphic melanocytes, soli- 
tary or forming nests, were seen at the 


epidermodermal junction, and some atyp- 
ical melanocytes were situated in the basal 
layer within the infundibular epithelium of 
hair follicles. There was neither elongation 
nor inward bending of rete ridges at the 
periphery of the tumor. Throughout the 
dermis, numerous nests and cords of atypi, 
cal and pleomorphic melanocytes were 
seen. In addition, the upper dermis showed 
basophilic degeneration of collagen, and 
the middle dermis showed some fibrosis. 
No substantial inflammatory infiltrate 
was observed, except for a few scattered 
lymphocytes. A diagnosis of malignant 
melanoma level IV was made. 

The patient had received 13 BCG vaccine 
searifications on the upper part of her back — 
as of January 1980, and there was no 
clinical evidence of recurrence of any of the 
primary lesions. Recently performed gal- 
lium, brain, and liver-spleen radionuclide 
scans were all within normal limits, and 
again, no lymphadenopathy or 
hepatosplenomegaly was detectable. Sine- 
fungin (Sinemet) therapy was recently dis- 
continued because of concern over possible 
stimulation of growth of cutaneous mela- 
noma by levodopa. 


COMMENT 


It is critical to use valid criteria for 
differentiating primary, nonmetas- 
tatic from metastatic malignant mela- 
noma in reporting a case of multiple 
primary cutaneous melanomas. Allen 
and Spitz'® considered the presence of 
atypical melanocytes at the epider- 
modermal junction to be an important 
histologic feature for the diagnosis of 
primary cutaneous malignant melano- 
ma. This feature was accepted by 
most pathologists and dermatopathol- 
ogists. In 1978, however, Kornberg et 
al' reported four cases of metastatic 
malignant melanoma to the skin that 
demonstrated nests of atypical mela- 
nocytes in both the epidermis and 
dermis. They found the following 
important microscopic features of epi- 
dermotropie metastatic malignant 
melanoma: (1) thinning of the epider- 
mis by aggregates of atypical melano- 
cytes with widening of dermal papil- 
lae and elongation and inward bend- 
ing of the rete ridges at the periphery 
of the tumor, (2) atypical melanocytes 
within vascular lumina, and (3) a zone 
of atypical melanocytes in the dermis 
that is broader than the zone within 
the epidermis. The tumor cells were 
confined only to the papillary der- 
mis. " 

Histopathologie examination of all 
six lesions removed from our patient 
in October 1978 demonstrated malig- 
nant melanoma with a broader zone of 
atypical melanocytes within the epi- 
dermis than within the dermis, and an 
absence of elongation and inward 
bending of rete ridges at the periph- 
ery of the tumor. Atypical melano- 
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cytes were observed at the epidermo- 
dermal junction, and nests of atypical 
pigmented melanocytes were visible 
in the dermis. These lesions repre- 
sented recurrence of the original 
tumor in these locations, probably sec- 
‘ondary to direct spread of atypical 
melanocytes at the epidermodermal 
junction from the edges of the incision 
of the original tumor. 

Histopathologic examination of the 
lesions excised from the left foot in 
November 1978 indicated nests of 
moderately atypical melanocytes con- 
fined to the epidermodermal junction, 
a feature of precancerous melanosis. 
The absence of dermal involvement 
excluded the diagnosis of epidermo- 
tropic metastatic malignant melano- 
ma. 

Histopathologic examination of the 
flesh-colored papule removed from the 
forehead in January 1979 demon- 
strated a primary cutaneous malig- 
nant melanoma that involved the epi- 
dermis and dermis. Characteristic 
microscopic features that favored the 
diagnosis of primary cutaneous malig- 
nant melanoma rather than epidermo- 
tropic metastatic malignant melano- 
ma in this tumor were slight acantho- 
sis, absence of atypical melanocytes in 
the vascular lumina of upper dermal 
vessels, and involvement of the whole 
dermis with tumor cells in nonzonal 
fashion. 

Previous reports of malignant mela- 
noma in patients receiving levodopa 
(Table) have created some alarm, as 
well as debate over their impor- 
tance.*? In two cases, the melanoma 
preceded initiation of levodopa thera- 
py by 11 and 52 months respectively, 
but recurrence occurred after two and 
four months of therapy, respective- 
ly."° Robinson et al reported stimu- 
lated growth of a primary melanoma 
within three weeks after initiating 
levodopa therapy. These three cases 
prompt little concern because of the 
well-known propensity of this tumor 
for late recurrence and its irregular 
growth patterns. The present case and 
the two previously reported cases: in 
which primary melanomas developed 
during long-term levodopa therapy 
are more worrisome. 

Multiple primary melanomas have 
been deseribed in families affected by 
familial malignant melanoma.'?* Pa- 
tients with familial melanoma are 
most often white, with blond or red 
hair, blue eyes, and fair complexions. 
Aside from other family members 
being affected, such persons often 
have numerous nevi on the trunk, and, 
in some of these families, the nevi 
have the characteristic histologic ap- 
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Fig 3.—Biopsy specimen of flesh-colored papule over right eyebrow with atypical 
melanocytes at epidermodermal junction (single arrow) and with nests of atypical 
melanocytes in dermis (double arrows) (hematoxylin-eosin, x 400). 


Previous Reports of Malignant Melanoma in Patients Receiving Levodopa 


Time From Initiation of 
Levodopa Therapy to 
Discovery of Melanoma 


Age of 
Patient, 
Source, yr yr 
Lieberman and 
Shupack,° 
1974 





Skibba et al,‘ 
1972 


Robinson et al,* 
1973 


Sober and 
Wick,’ 1978 
Present series 


*Time to diagnosis. 
TTime to recurrence. 


pearance of B-K moles. The failure 
of our patient's family pedigree to 
indicate any other affected member, 
coupled with the scarcity of pig- 
mented nevi on her trunk and extrem- 
ities, renders familial melanoma un- 
likely in this patient. 

With the exception of such familial 
melanoma syndromes, multiple pri- 
mary melanomas are uncommon. The 
incidence of a second primary melano- 
ma is, however, higher than the inci- 
dence of primary melanoma in the 
general population.’ In their large 
series, Beardmore and David" re- 
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Maximal Dose of 
Levodopa, 
mg/day 





4,500 


1,000 


Unspecified 


1,000 (plus mixture of 10 
mg of carbidopa and 100 
mg levodopa) 


ported an incidence of melanoma of 
0.016% in the Australian population 
and an incidence of multiple primary 
cutaneous melanomas of 3.9% in 1,444 
of the patients with primary melano- 
ma studied. Most of the affected 
patients in whom new primary mela- 
nomas developed acquired these with- 
in five years of the original surgical 
removal of the lesion. This increased 
risk of a second primary melanoma in 
patients with melanoma compounds 
the difficulties of assessing the impor- 
tance that levodopa intake might have 
had on the development of multiple 
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"primary tumors in our case and in a 
similar case previously reported. by 
= Skibba et al’ 

Levodopa is selectively incorporated 
into the melanin pathway of pigment 
cells Decarboxylation of levodopa to 

“dopamine, which results in a major 
- diversion to catecholamine biosynthe- 
sis, limits its impact on pigment cells. 
Addition of a decarboxylase inhibitor, 
however, can greatly enhance levodo- 
pa incorporation into pigment cells.” 
“Our patient received long-term com- 
bined therapy with levodopa and car- 
bidopa, an inhibitor of aromatic amino 
acid decarboxylation, which would 

enhance the availability. of levodopa 
* for incorporation into the melanin bio- 
' synthetic pathway. Thus, if levodopa 

does have an effect on malignant 
transformation of pigment cells, the 
"simultaneous administration of a de- 
carboxylase inhibitor should augment 
such an effect and possibly have a role 
in promoting the multiple primary 
tumors seen in our patient. 

Despite the present case and those 
“previously reported, the association of 
melanoma with levodopa therapy is 

tenuous. Short-term and long-term 

administration to animals has failed 
“to uncover any carcinogenic effects. 

Millions of patients with Parkinson’s 

disease have been treated with levodo- 
pa. There are only six reported cases 


1. Barbeau A: Recent developments in Parkin- 
son's disease and Huntington’s chorea, Int J 
Neurol 11:17-27, 1976. 

2. Marx JL: Parkinson's disease: Search for 
better therapies. Science 203:737-738, 1979. 

8. Cotzias GC, Papavasiliou PS, Gellene R: 
Modification of Parkinsonism-ehronie treatment 
with L-dopa. N Engl J Med 280:331-345, 1969. 

4. Skibba JL, Pinckley J, Gilbert EF, et al 
Multiple primary melanoma following. adminis- 
tration of levodopa, Arch Pathol 93:556-561, 
1972. 

' & Robinson E, Wajsbort J, Hirshowitz B: 

Levodopa and malignant melanoma. Areh Pathol 

95:213, 1973. 

57,6. Lieberman AN, Shupack JL: Levodopa and 
“imelanoma. Neurology 24:340-343, 1974. 

2/7, Sober. AJ, Wick MM: Levodopa therapy and 
malignant melanoma. JAMA 240:554-555, 1978. 
8 Fitzpatrick TB, Miyamoto M, Ishikawa K: 

"The evolution of eoncepts of melanin biology. 

Arch Dermatol 96:305-323, 1967. 
. .9. Agrup G, Agrup P, Anderson T, et al: 5- 
S-cysteinyldopa in the urine of melanoma 
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of association with melanoma: in. the 


literature. On the basis of a preva- 
lence rate for Parkinson's disease of 
1.7 per 1,000 in the United States,’ one 
would have expected one to two 
patients with Parkinson's disease 
among the 1,099 patients with pri- 
mary cutaneous malignant melanoma 
who were seen by the Melanoma Clin- 
ical Cooperative Group.’ Since most 
patients with Parkinson’s disease are 
treated with levodopa, one to two of 
these patients with melanoma would 
be expected to have received levodopa. 
The observation that only one of these 
1,099 patients with melanoma had 
received levodopa therapy suggests 
that the risk of melanoma developing 
in a patient while receiving this drug 
is not substantial. 

Selective uptake of levodopa into 
melanoma cells has been demon- 
strated,” and this. incorporation is 
enhanced by dihydroxyphenylalanine 
decarboxylase inhibition.'* Such up- 
take of levodopa in vitro is selectively 
toxic to melanoma cells? More 
recently, a cytotoxic analogue of levo- 
dopa, 6-hydroxydopa, has been dem- 
onstrated to be ten times more cyto- 
toxic in vitro than levodopa,” and the 
more soluble methyl ester of levodopa 
has been demonstrated to possess sub- 
stantial activity in vivo against trans- 
plantable mouse B-16 melanoma.” 
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~ Such "antimelanoma" activity of levo- 
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cell with melanin precursors, with 
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possible stimulation of malignant 
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eytotoxic agents that are useful in 
treating hematopoietic malignant 
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Herpes Gestationis Associated 
With the C3 Nephritic Factor 


MAJ Ronald Grimwood, MC, USA; Carlos M. Arroyave, MD, PhD; William L. Weston, MD; COL John. L. Aeling, MC, USA 


* Herpes gestationis (HG) is a rare, 
blistering disease of pregnancy and: the 
puerperium that has immunologic find- 
ings of C3 with or without IgG deposited in 


a linear, band-like distribution along the 


dermoepidermal basement membrane 
zone (BMZ). A circulating IgG factor has 

been demonstrated that will fix comple- 

ment by the classic pathway in vitro. This 

study involves a patient who had classic 
< HG with C3 at the BMZ, and who had a 
Circulating factor with activity via the 
alternative complement pathway similar 
the previously described C3 nephritic 
_tactor found in patients with partial lipo- 
dystrophy, systemic lupus erythematosus, 
„and membranoproliferative glomerulone- 
phritis. Like the C3 nephritic factor, the 
activity was detected in IgG tractions of 
serum samples. 

(Arch Dermatol 116:1045-1047, 1980) 








Hus gestationis (HG) is a rare, 
blistering disease of pregnancy 
and the puerperium occurring in one 
of 10,000 pregnancies. The clinical 
=. manifestation consists of widespread 
pruritie, edematous papules, plaques, 
and grouped vesicles on erythematous 
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bases. The lesions tend to recur with 
subsequent pregnancies and may be 


seen with the use of oral contracep- 


tives in an individual who has had the 
disease during pregnancy. The clinical 
manifestation, histologic findings, 
and disease course may suggest the 
diagnosis, but differentiation from 
other vesiculobullous diseases (derma- 
titis herpetiformis, erythema multi- 
forme, bullous drug eruptions, and 
bullous pemphigoid) may be difficult, 

The application of immunologic 
techniques as additional diagnostic 
criteria has proved useful in differen- 
tiating HG from other bullous dis- 


eases. The immunofluorescence mi- 


croscopy findings in perilesional and 
normal skin reveal C3, with or without 


IgG, in a linear, band-like distribution: 


along the dermoepidermal junction.’ 
A circulating factor, termed the “HG 
factor,” is a G-class immunoglobulin 
that ean deposit C3 at the dermoepi- 
dermal junction, as shown by an in 
vitro complement-binding technique 
using normal skin.*?^ Other immunore- 
actants are occasionally detected, in- 
cluding IgA, IgE, Clg, C4, C5, C9, 
properdin, and fibrinogen.‘ 

A vesiculobullous eruption has been 
reported in the infants of mothers 
with HG in whom linear C3 deposits 
have been demonstrated at the BMZ. 
The eruptions in newborns have lasted 
up to three weeks with subsequent 
clearing and no residual problems. 
The skin lesions in the newborn are 
believed to be secondary to passive 
transfer of maternal IgG. 

We describe a patient with HG in 
whom a circulating factor was demon- 
strated that activated the alternative 
complement pathway. 
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REPORT OF A CASE 


A 26-year-old. primigravida in her first. 
trimester had a one-week history of a 
blistering, intensely pruritic eruption: The: 
skin lesions initially started periumbilieal-: 
ly (Color Fig.1), with subsequent spread to 
the extensor surfaces of the extremities. 
(Color Fig 2), Examination showed that the 
skin lesions were papular, with the pre- 
dominant.lesions being vesicles, some 
grouped, with erythematous bases. Labora- 
tory evaluation included a complete blood 
cell. count and multiple analyses of serum 
C3 and C4 and quantitative immunoglobu- 
lin levels, results of all of which were 
normal. A BUN and serum creatinine 
determination, urinalysis, and creatinine 
clearance were within normal limits. A 
4-mm punch biopsy specimen of skin was 
taken adjacent to a small vesicle. A serum 
sample was obtained for evaluation. of 
activity related to the alternative comple- 
ment pathway. 

The patient's skin lesions were con- 
trolled with topical steroids during preg-- 
nancy. She delivered a full-term infant 
with no complications. The infant had no 
skin lesions at birth, and the skin remained 
clear. The patient had a marked flare. of 
her skin lesions on the second day after. 
delivery, requiring 30 mg of systemic pred- ` 
nisone per day, which was tapered over ' 
three weeks; there was no recurrence of the 
lesions. 2 


MATERIALS AND METHODS 


The 4-mm punch biopsy specimen was. 
biseeted, with one specimen fixed in a 10% 
formaldehyde solution and stained with 
hematoxylin-eosin. The other specimen 
was frozen in liquid nitrogen and main- o 
tained at —70 °C for immunofluorescence 
microscopy. studies. i 


Immunofluorescence Microscopy 


Direet immunofluorescent staining of 
the biopsy specimen was performed using > 
monospecific fluorescein-conjugated anti- < 





Color Fig 1.—Abdomen; grouped vesicles 
on erythematous base. 


serums to IgG, IgA, IgM, C3, and proper- 
din. Immunofluorescence findings were 
interpreted independently by two observ- 
ers and read on a scale of 0 to 4+ intensity. 
Molar ratios of fluorescein to protein for 
these conjugated antiserums were 3.2 
(IgG), 3.5 (IgA), 3.0 (IgM), 2.3 (C3), and 2.5 
(properdin). 

The cryostat sections of 4 um each were 
air dried before being overlaid for 30 min- 
utes with an antiserum in a humidified 
chamber at room temperature. Sections 
were washed with phosphate-buffered sa- 
line solution, pH 7.4, for ten minutes after 
the application of each antiserum. Speci- 
mens were viewed with a microscope 
equipped with a quartz-halogen bulb and 
using a BG-12 primary filter and a 0-53 
light-yellow secondary filter. 


Assays to Determine Activation 
of the Alternative 
Complement Pathway 


Activation of the alternative comple- 
ment pathway was determined by three 
different methods as described by Merlin 
et al." The first assay was determination of 
the ability of the patient's serum to pro- 
duce lysis of glutathione-sensitized human 
erythrocytes (GSH E) under conditions in 
which the early steps of the classic path- 
way were inhibited by ethylene glycol 
tetraacetic acid (EGTA).’ The GSHE cells 
are sensitive to lysis by the C5b through C9 
complexes in the presence of magnesium, 
and are lysed by any activator that does 
not require C4 and C2 via the alternative 
pathway." A fresh, normal human serum 
sample in EGTA was the source of the C5b 
through C9 complexes generated during 
alternative-pathway activation. Briefly, 
3SHE (5 x 10° cells) were incubated with 5 
uL of test material or inulin (10 mg/mL) 
and 50 uL of fresh normal human serum in 
the presence of EGTA (10 mM) and magne- 
sium chloride (0.5 mM). Inulin is known to 
be a potent activator of the alternative 
pathway of complement. After incubation 
in a water bath at 37 °C for 60 minutes, 2 
mL of cold saline solution was added. The 
material was mixed and centrifuged and 
the amount of free hemoglobin was deter- 
mined spectrophotometrically at 412 nm. 
Normal human serum (NHS) activated by a 
serum sample from a patient with hypo- 
complementemic chronic glomerulonephri- 
tis in the presence of EGTA and Mg: ' was 
used as the standard for 100% lysis. This 
lysis actually represents 35% to 40% of the 
total amount of cells. 
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Color Fig 2.—Abdomen and an- 
terior part of thighs; widespread 
lesions of grouped vesicles on 
erythematous bases. 


The second method for detecting alter- 
native-pathway activation was properdin 
factor B conversion into split products, Bb 
and Ba. Five microliters of antiserum and 
50 uL of a fresh NHS sample in the pres- 
ence of EGTA (10 mM) and magnesium 
chloride (0.5 mM) were reacted at 37 °C for 
30 minutes. The mixture then underwent 
electrophoresis on a microscope slide 
coated with 0.6% agarose using a barbital 
buffer, pH 8.6 (ionic strength, 0.005), and 
EDTA (0.02M). The slide was developed 
with monospecific antiserum to properdin 
factor B. Conversion of factor B indicating 
alternative-complement pathway activa- 
tion was detected by the appearance of 
split products with alpha and gamma 
mobility. 

The third method used was detection of 
GSHE lysis, except that instead of fresh 
NSH, a serum sample immunochemically 
depleted of Clq was used in which 90% 
hemolytie activity of the other complement 
proteins was demonstrated. 


Depleted Serum or Fractions 


The C1q-depleted serum sample was pre- 
pared by using an immunoabsorbent col- 
umn prepared with monospecific antise- 
rum to Clq and activated CN-sepharose 
columns. Ten milliliters of fresh NHS was 
applied to the column, and removal of Clq 
was determined by immunochemical as- 
says and hemolytic activity. Hemolytically 
active C4, C2, C3, C5, C6, properdin factor 
B, and properdin were determined as pre- 
viously described." The patient's serum 
fractions were absorbed with insolubilized 
factor B prepared with ethyl chlorofor- 
mate.'' 


Sucrose Density Gradient 
Ultracentrifugation 
Linear sucrose density gradients (7% to 
31%) were prepared with an automatic 
density device (Buchler Instruments). UI- 


Color Fig 3.—Direct immuno- 
fluorescence microscopy with 
deposition of C3 in linear pattern 
along basement membrane zone 
(original magnification x 200). 


tracentrifugation was continued for 16 
hours at 40,000 rpm at 4 °C in an ultracen- 
trifuge with an S W 50.1 rotor (Spinco L-2). 
Fractions were obtained using a gradient 
fractionation device. The reference pro- 
teins were thyroglobulin, 19 sedimentation 
coefficient (S) (150,000 daltons); a-globulin, 
7 S; C6, 5.7 S; and human hemoglobin, 4.5 
S. 


RESULTS 


The light microscopic findings of 
the biopsy specimen taken adjacent to 
a small vesicle demonstrated a subepi- 
dermal bulla (Fig 1). The same sec- 
tions at a higher magnification 
showed that the dermal infiltrate was 
composed predominantly of eosino- 
phils. 

Direct immunofluorescence micros- 
copy demonstrated deposition of C3 in 
a linear-granular pattern along the 
basement membrane zone (BMZ) (Col- 
or Fig 3) with negative staining for 
IgG, IgA, IgM, and properdin. Indi- 
rect studies to demonstrate the “HG 
factor” as described by Katz et al* and 
Jordon et al* were not performed. 

Alternative-complement pathway 
activation was demonstrated using 
the patient’s serum and the previously 
described assays. The serum factor 
that activated the alternative path- 
way (demonstrated by GSHE lysis 
and properdin factor B conversion) 
was demonstrated only in the 7 S 
fraction, which was obtained by 
sucrose density gradient ultracentri- 
fugation and was found to be heat 
stable at 56 °C for 30 minutes. No 
activation was produced by other 
serum fractions. To determine wheth- 
er the alternative-pathway activation 
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Fig 1.—Perilesional biopsy specimen from abdomen demonstrating subepidermal bulla 
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(hematoxylin-eosin, original magnification x 100). 


was related to a protein similar to 
antifactor B, the fractions obtained by 
sucrose density gradient ultracentri- 
fugation were absorbed with insolu- 
bilized factor B. The 7 S fractions 
showed only 5% of the previously dem- 
onstrated alternative-pathway activa- 
tion activity. 


COMMENT 


The demonstration of a circulating 
IgG autoantibody directed to the 
alternative-complement pathway has 
not been reported in HG before. Pro- 
vost and Tomasi' observed two pa- 
tients with HG and found, on direct 
immunofluorescence miscroscopy, 
basement membrane deposition of C3 
in the skin of both patients. Properdin 
and C5 were also detected in one of 
the patients. A thermolabile, humoral 
factor called HG factor, which was 
initially not considered an immuno- 


~ globulin, was detected in the serum of 
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both patients. These studies indicated 
the activation of C3 by the "HG fac- 
tor" via the alternative pathway. 

More recently, Jordon et al’ and 
Katz et al', by means of an indirect 
immunofluorescence microscopy tech- 
nique and using normal skin, the 
patient's serum, and an NHS source of 
complement, have demonstrated that 
the HG factor is an IgG antibody that 
activates C3 by the classic pathway. 
This in vitro test was used in a total of 
14 patients in the two studies. Binding 
of factor B and properdin by the HG 
factor was looked for but not found. 
This in vitro test was not performed 
in our patient. 

Katz et al" report a case of HG 
where a decrease in serum comple- 
ment activity of both the classie and 
alternative pathways was demon- 
strated. Activation of the alternative 
pathway was thought to be a result of 
activation through the C3b amplifica- 
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tion mechanism." 

There is evidence to suggest that, in 
vivo, both the classie and alternative 
pathways are involved in HG as dem- 
onstrated by direct immunofluores- 
cence microscopy with the deposition 
of properdin. Our results showed that 
our patient had a circulating factor 
that is consistent with or identical to 
IgG and that is capable of activating 
the alternative-complement pathway. 
A similar if not identical factor, the 
C3 nephritic factor, has been demon- 
strated in one fifth of the patients 
with membranoproliferative glomeru- 
lonephritis and two thirds of the 
patients with partial lipodystrophy.'? 
This factor is a serum protein with a 
molecular weight of 150,000 daltons 
and is heat stable at 56 °C for 30 
minutes. It is now defined as an 
autoantibody directed against the 
alternative-pathway C8 convertase, 
C3bBb. It increases the half-life of the 
convertase and protects against the 
proteolytic cleavage of C3b by the C3b 
inactivator. The mechanism of action 
is similar to that of properdin. 

The presence of a serum factor that 
is consistent with an IgG-type immu- 
noglobulin with activity directed at 
the alternative pathway may suggest 
the existence of more than one HG 
factor; one factor, immunoglobulin, 
fixes complement in vitro by the clas- 
sic pathway and has been found in the 
majority of patients with HG; the 
other factor, demonstrated in our 
patient, is also a G immunoglobulin, 
but it is directed at the alternative 
pathway and, like the C3 nephritic 
factor and properdin, acts by activat- 
ing the alternative pathway. This may 
explain the occasional finding of pro- 
perdin at the BMZ. 

This study is not definitive but war- 
rants further similar investigations in 
other patients. The presence of this 
new factor, if supported by other stud- 
ies, will be important in delineating 
the pathogenesis of this unusual blis- 
tering disease of pregnancy. 
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Extensive Nevus Comedonicus 


Michael H. Beck, MB, ChB, MRCP(UK), Vinay K. Dave, MB, BCh, MRCP 


* A 19-year-old woman had an exten- 
sive nevus comedonicus affecting the left 
arm, trunk, and leg. Her condition was 
complicated by episodes of recurrent cyst 
‘formation and secondary infection. These 

were reduced in extent and frequency 
during 14 months of treatment with a 
combined progesterone-estrogen contra- 
‘ceptive preparation, and the appearance 
“of the lesions affecting the leg was 
improved. The clinical features, histogen- 
esis, histology, and treatment of nevus 
comedonicus are discussed. 
(Arch Dermatol 116:1048-1050, 1980) 


evus comedonicus is an uncom- 
mon abnormality that was first 
described as an entity in 1895. The 
first British report appeared in the 
following year, and the first Ameri- 
can report occurred in 1914. Since 
then, more than 100 cases have. been 
recorded. It is probable, however, that 
less extensive lesions are seen more 
frequently and not reported.’ At least 
16 names have been given to this 
condition,’ but most recent reports use 
the title “nevus comedonicus.” The 
world literature has been extensively 
. reviewed by a number of authors.** 
"The lesions usually occur at birth or by 
the age of 15 years and occasionally as 
 Jate‘as middle age, with no particular 
'; sex predilection? 


REPORT OF A CASE 


A girl was first referred to the dermatol- 
ogy clinice at the age of 15 years, with 
extensive nevus eomedonieus in- which 
recurrent infections were no longer being 
controlled by antibiotic therapy given for 
systemic or local effect. 
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A lesion was first noted, at birth, as a 
roughness of the skin that could be felt but 
not seen. During the next two years, 


depressions had developed in the affected. 


areas and had become pitted. By the time 
the patient was 5 years old, they con- 
tained keratin plugs. Reeurrent infected 
cysts began to develop. in the nevus when 
the patient was 7 years old, and by the time 
of menarche (at age 12 years) these were 
becoming recurrent and persistent on the 
upper part of the chest, axilla, abdomen, 
and upper part of the thigh. 

On initial examination, the individual 
lesions consisted of aggregated, discrete, 
dilated, follicular orifices plugged with ke- 
ratinous material, producing. the classic 
sieve-like appearance. The lesions. were 
linear and involved three distinct areas—(1) 
the left side of the upper part of the chest, 
extending down in the medial side of the 
arm as far as the wrist, (2) the left side of 
the upper part of the abdomen as far as the 
midline, where there was some vertical 
extension (Fig 1), and (3) the medial side of 
the entire left leg and dorsum.of the foot, 
extending as far as the. first toe. Some 
follicles had. an associated. terminal hair 
(Fig 2), some a rudimentary hair, and 
others no hair at all The interfollicular 
epidermis showed patchy hypopigmenta- 
tion. 

There were no associated congenital 
abnormalities, and results of the physical 
examination were otherwise normal. 

À biopsy specimen from the left side of 
the upper part of the chest showed that the 
epidermis, which appeared normal, was 
interrupted at intervals by large depres- 
sions filled with lamellar keratin. The epi- 
dermis lining these follieles was notably 
thin, the orderly structure from stratum 
basale to stratum granulosum being main- 
tained. Occasional hair shafts were noted 
in, or close to, these follicles. In the dermis, 
oceasional solid cords of epithelial cells and 
keratin-filled cysts could be seen. On serial 
sections, these were shown to be buds or 
projections from the bases of the follicles. 
Sebaceous glands were not identified, but 
there were normal sweat glands. 

Treatment of the. areas of sepsis was 
begun with several antibioties given for 
local and systemic effect, which were used 


during various periods ranging from one 
week-to several months. Occasionally, exci- 
sion or incision and drainage of these were 
necessary. The midline extension of the 
nevus on the abdomen was surgically 
excised, as this area contained numerous 
inflamed cysts. A comedo extractor pro- 
duced some cosmetic improvement, but the 
treatment was found to be time-consuming 
and the keratin plugs reformed rapidly. A 
0:025% tretinoin solution produced no 
improvement, and dermabrasion to a small 
area on the upper part of the-arm gave a... 
cosmetically unacceptable result. 

Because of the lack of effect of treat- 
ment, the patient. began taking a contra- 
ceptive pill (0.15 mg of levonorgestrel and 
0.08 mg of ethinyl estradiol) at the age of 
18 years. After three months, objective and 
subjective improvement was noted in the 
appearance of the leg: The keratin plugs 
had largely disappeared, although. the 
affected area was still rough. because. of 
residual shallow pitting (Fig 3): During the 


following 14 months, the patient. required - : 


no. further surgical. treatment. Fewer 
inflamed cysts occurred over the last five 
months, and the lower part of the arm 
showed a similar visible improvement. 
COMMENT 

This case is typical of nevus come- 
donicus with the ‘aggregation of 
dilated follicles filled with keratin, 
producing a sieve-like appearance and 


having a unilateral linear distribu- :* 


tion. A number of bilateral lesions 
have also. been reported, and these 
were reviewed in 1971." 

Extensive lesions covering up to 
half the -body surface have been 
recorded.” Scalp involvement has 
rarely been observed," “a and only 
five cases of lesions on the palms and 
soles : have previously been de- 
Scribed.*:*** Interfollicular hypopig- 
mentation is well recognized. 

Previous reports have suggested 
that the follicles were unable to form 
hairs or, at the most, produced poorly 
developed lanugo hairs.’ In general, 
this was true in our patient, although 


a Extensive Nevus Comedonicus--Beck & Dave 


CONS 





d d 


Fig 1.—Chest and arm with keratin plugs, inflammatory cysts, and old scars. 


Fig 2.—Keratin plugs with terminal hairs rising from follicles. 


a number of terminal hairs were noted 
arising from the centers of the kera- 
tin-filled follicles. 

Clinicall¥, nevus comedonicus can 
be ‘divided into two groups, one in 
which the formation of comedones 
with no suppuration preponderates 
and the other in which cyst formation 
with recurrent infections, fistulae, 
abscesses, and scarring is a feature. 
Our case falls into the latter group. 

There have been several reports of 
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nevus comedonicus associated with 
other lesions or conditions, these 
include ichthyosis,’® linear basal cell 
nevus,” vascular abnormalities,” cata- 
ract,*** elastoma intrapapillare,”* ab- 
sence of the fifth finger,” and trichi- 
lemmal cysts." In addition, nevus 
comedonicus has been reported to 
occur after an episode of lichen plan- 
us?* or herpes zoster” and after vacci- 
nation.* There were no such asso- 
ciated features in this patient. 
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Treatment may be requested either 
for cosmetic reasons or because of 
recurrent infections. Small lesions can 
be completely excised.*"* In our 
patient, this form of treatment was 
helpful for a particularly troublesome 
area in which numerous inflamed 
cysts were developing. Loria and Hai- 
ley‘ report an acceptable result from 
dermabrasion, contrasting with the 
poor cosmetic result seen in our 
patient. A 0.1% tretinoin solution pro- 
duced good results in two patients 
observed by Decherd et al.?° Treat- 
ment of patients with oral isotretinoin 
has shown a lack of therapeutic 
response? Our patient, along with 
others, has not responded to local ther- 
apy apart from the use of a comedo 
extractor, which was considered to be 
of limited practical value in view of 
the extent of the nevus and the rapid 
reformation of keratin plugs. 

The histopathological features of 
more than 100 cases of nevus come- 
donieus were collated by Lee et al.” 
The characteristics of large, outstand- 
ing, dilated follicles filled with ortho- 
keratotie horny material and lined by 
atrophic epithelium, and rudimentary 
or absent sebaceous glands were 
found in the case described here, 
although the presence of well-devel- 
oped sebaceous glands is seen occa- 
sionally in this condition." Sweat 
glands are usually normal in location 
and distribution. The absence of typi- 
eal sweat glands, which was observed 


in a patient by Wood and Thew; is . 


rare. 

Nevus comedonicus is thought to be 
a developmental abnormality of the 
pilosebaceous apparatus,^" the result- 
ing structure being unable to produce 
properly formed hairs, matrix cells, or 
sebaceous glands and capable only of 
forming keratin. Normal development 
is thought to be dependent on an 
epidermal-dermal interrelationship? 
between the follicular epithelium and 
the connective tissue forming the hair 
papilla and the follicular sheath. Wood 
and Thew* suggested that the pre- 
sence of palmar and plantar lesions 
could be explained on the basis of the 
belief that nevus comedonicus could 
be either a homologous hamartoma," 
in which a structure resembling the 
mature organ forms from the matrix 
responsible for the development of 
that organ, or a heterologous hamar- 
toma, in which the structure does not 
resemble a mature organ sufficiently 
to justify the identification of an 
embryonic matrix responsible for its 
development. Hence, lesions on hairy 
skin, where one would normally 
expect pilosebaceous follicles, would 
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caused by pitting. 


be an example of the homologous type, 
whereas lesions on the palms and 
soles, where these follicles are normal- 
ly absent, would be an example of the 
heterologous type. 

In general, deterioration or regres- 
sion during menarche, menopause, or 
pregnancy does not seem to be a note- 
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Fig 3.—Nevus on leg showing disappearance of keratin plugs, leaving roughness of skin 
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worthy aspect of nevus comedonicus, 
and the sex incidence is equal. Fritsch 
and Wittells'? recorded deterioration 
at puberty in a bilateral lesion, and 
Beerman and Homan? described a 
woman in whom recurrent infections 
in the nevus developed at puberty. 
Exacerbations were noted just before 
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* A 59-year-old man had a pedunculate 
perianal tumor initially thought to be a 
condyloma acuminatum. Since it failed to 
respond to topical podophyllum resin, the 
growth was excised and found to be an 
.apocrine gland tumor. Histological fea- 
tures included a duct extending from the 
surface epidermis to multiple tubules, 
which led to cystic spaces with papillary 
projections of columnar epithelium. 
Decapitation secretion and fibrous stro- 
mal proliferation were prominent. The 
clinical and histological similarities to 
other apocrine gland adenomas are brief- 
ly presented. 

(Arch Dermatol 116:1051-1053, 1980) 
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Fig 1.—Acanthotic epidermis and telan- 
giectatic dermis overlying aggregation of 
tubules and cystic spaces. Dense fibrosis 
surrounds and permeates tumor (hema- 
toxylin-eosin, ^ original ^ magnification 
x 50). 
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any types of apocrine gland 
tumors have been described. 
The benign apocrine gland adenomas 
include syringocystadenoma (syring- 
adenoma) papilliferum, hidradenoma 
papilliferum, and apocrine gland cys- 
tadenoma (hidrocystoma).'? At least 
two other rare apocrine gland adeno- 
mas have been reported. Fibroadeno- 
ma of the vulva appears to be cystic 
clinically and resembles fibroadenoma 
of the mammary gland histologically.* 
Similar tumors were subsequently 
reported as multiple apocrine gland 
fibroadenomas of the anal skin. These 
may be cystic, nodular, or peduncu- 
lated." The second rare tumor is 
tubular apocrine gland adenoma, a 
nodular or pedunculate lesion of the 
scalp. Histologically, masses of apo- 
crine gland tubules connect with the 
epidermis directly or via hair folli- 
cles.”* 

We now report a solitary peduncu- 
late perianal apocrine gland adenoma 
with histological features that com- 
bine the patterns of apocrine gland 
fibroadenoma, tubular apocrine gland 
adenoma, and apocrine gland cystade- 
noma. We resist the trend to expand 





further the nomenclature by classify- 
ing this case in only general terms. 


REPORT OF A CASE 


A 59-year-old man was examined at the 
Veterans Administration Medical Center, 
Oklahoma City, for pain in one hip and was 
found, incidentally, to have an anal lesion. 
The lesion was located externally 2 to 3 em 
from the anal orifice at the 2-o'clock posi- 
tion. The lesion was described as peduncu- 
late and 2 cm in diameter. On the basis of a 
clinical diagnosis of condyloma acumina- 
tum, it was treated topically with 2095 
podophyllum resin in ethyl alcohol. One 
week later it was slightly smaller but irri- 
tated. After a week of topical 1% hydrocor- 
tisone thérapy, the irritation had cleared 
substantially to show a 1.5-em pedunculate 
firm tumor with a smooth surface, just 
external to the anal orifice. It was excised 
at the base while the patient was under 
local lidocaine hydrochloride anesthesia, 
and the wound healed without complica- 
tion. 

Gross examination of the specimen indi- 
cated a pink-gray nodule in a sac-like cov- 
ering of skin. Microscopic examination 
indicated an acanthotic surface epidermis 
(Fig 1) with areas of well-circumscribed 
erosions. At one point, a duct led into the 
epidermis. In the duct was a rather abrupt 
change from stratified squamous epithe- 


Fig 2.—Duct of stratified squamous epithelium leading to branching tubules. Note dense 
fibrous stroma (hematoxylin-eosin, original magnification x 50). 


Perianal Apocrine Gland Adenoma—Weigand & Burgdorf 





1051 





Fig 3.—Low columnar and cuboid epithe- 
lium abruptly joining stratified squamous 
epithelium and ramifying into ducts (hema- 
toxylin-eosin, ^ original ^ magnification 
x 125). 


Fig 4.—Cystic spaces with piling up of 
epithelium and papillary projections of epi- 
thelium on fibrous stalks. Note pinching off 
of cell apices into lumina (decapitation 
secretion) (hematoxylin-eosin, original 
magnification x 500). 


Fig 5.—Prominent decapitation secretion 
in cystic structure (hematoxylin-eosin, 
original magnification x 1,100). 
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Fig 6.—Decapitation secretion and dense 
fibrous  connective-tissue proliferation 
(hematoxylin-eosin, original magnification 
X 125). 











lium to one or two layers of cuboidal or low 
columnar epithelium. Inferiorly, the duct 
further ramified into multiple branches, 
two of which continued into glandular 
structures (Fig 2 and 3). These were com- 
plex arrangements of multiple lumina and 
cystic spaces of various sizes, lined by 
columnar epithelium, which exhibited both 
piling up and attachment to connective- 
tissue stalks (Fig 1 and 4). Numerous areas 
showed “pinching off” of apical cytoplasm 
from the columnar cells (Fig 4 and 5). The 
entire process was set in a dense fibrous 
connective-tissue stroma (Fig 6), which, in 
most areas, was well demarcated from the 
reticular dermis (Fig 1). There were multi- 
ple areas of a preponderantly mononuclear 
inflammatory cell infiltrate, mostly situ- 
ated just below epidermal erosions. 


COMMENT 


Tumors of apocrine gland origin 
should be part of the differential diag- 
nosis of perianal growths. These 
tumors are apparently either rare or 
underreported. Their presence is not 
surprising, for the human perianal 
region is rich in apocrine glands. The 
wide diversity of morphologic pat- 
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Clinical Connection Cystic Papillary 

Tumor Characteristics With Epidermis Spaces Projections Tubules Stroma 

Apocrine gland cystadenoma Solitary cystic nodule on face, None Large Yes None Loose, fibrous 
(hidrocystoma) scalp, ear, or prepuce 

Anal apocrine gland fibroadenoma Polypoid, nodular, and multiple None Few None Yes Dense, fibrous, 

in perianal region abundant 
Tubular apocrine gland adenoma Pedunculate or nodular on scalp Yes None Yes Yes Dense, fibrous 
Present case Single and pedunculate in peri- Yes Small Yes Yes Dense, fibrous 


terns seen in other apocrine gland 
proliferations is also present in the 
tumor type presented here. The Table 
compares some clinical and histologi- 
cal features of the present case and 
three similar tumors. Two features 
are preponderant. First, apocrine 
glands may present a range from sim- 
ple tubular structures to complex 
papillary patterns. We interpret the 
presence of notable decapitation sec- 
retion to be an adequate indicator of 
apocrine gland origin, although more 
complex histochemical and ultrastruc- 
tural criteria could be applied. Second, 
as demonstrated in breast tissue, apo- 
crine gland growths tend to be accom- 
panied by, or to induce, a fibrous 
proliferation, which often encom- 
passes them. This has been true in the 
other perianal apocrine gland tumors 
and in our case. The tumor in our 
patient is histologically similar to the 
tubular apocrine gland adenoma,’ 
with one major difference, the pres- 
ence of cystic spaces in the former 
and their absence in the latter. 
Without introducing any new 
terms, we would like to remind the 
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clinician that a perianal growth con- 
taining both fibrous and glandular 
elements may represent another rela- 
tively distinct apocrine gland tumor. 


Jan V. Pitha, MD, PhD, assisted in the prepa- 
ration and interpretation of the tissue sections. 
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Light and Ultrastructural Study 
of Reactive Perforating Collagenosis 


David F. Fretzin, MD; Douglas W. Beal; Wellington Jao, MD 


* In 1967, Mehregan et al' described a 
new and distinct clinicopathologic entity 
that they called reactive perforating colla- 

»genosis (RPC). This rare disease is clas- 
-sified with a group of disorders that 
involve the transepithelial elimination of 
histochemically altered dermal tissue. In 
RPC, minor trauma such as an insect bite, 
scratch, or pilosebaceous infection alters 
the collagen fibers in the papillary dermis. 
The histochemically altered bul ultra- 
* structurally intact collagen elicits both a 
dermal and epithelial response. For the 
case presented, it is our purpose to dem- 
onstrate transepithelial elimination of col- 
lagen fibers by ultrastructural. study, 
thereby supporting the recognized histo- 
chemical observations. 
(Arch Dermatol 116:1054-1058, 1980) 


eactive perforating collagenosis 
(RPC) is a unique dermatopatho- 

logic condition originally described by 
Mehregan et al' in 1967. Approximate- 
‘ly 80 cases have been reported in the 
literature since that report ap- 
peared.” Characteristically, RPC be- 
gins in early childhood and persists 
into adult life. Males and females are 
equally affected, and several investi- 
gators have demonstrated a genetic 
‘influence.’ The lesions are distrib- 
ated primarily on the exposed sur- 
“faces of the upper and lower extremi- 
ties and on the face. Frequently, there 
is history of minor local trauma (ie, an 
abrasion, insect bite, or scratch) 





Accepted for publication April 8, 1980. 
From the Department of Pathology (Drs: Fret- 
zin and Jao) and the Division of Dermatology, 


ioo Department of Medicine (Dr Fretzin), Michael 


Reese Hospital and Medical Center, Chicago, and 
the Chicago Medical School (Mr Beal). 

57 Reprint requests to the Department of Pathol- 
“ogy, Department of Medicine, Michael Reese 


C Hospital and Medical Center, Chicago, IL 60616 


(Dr Fretzin). 


1054 Arch Dermatoi— Vol 116, Sept 1980 


before the development of the lesion. 
Approximately one week after the 
inciting stimulus, a diserete skin-col- 
ored papule 1 to 2 mm in size develops. 
Over the next three to five weeks, the 
papule undergoes maturation, . be- 
comes umbilicated, and reaches a size 


of about 6 mm. Within six to eight . 


weeks, the lesion regresses, leaving a 
residual scar or an area of hypopig- 
mentation. Át any given time, lesions 
may be seen in varying stages of 
development. The presence of Kób- 
ner’s phenomenon is helpful in the 
diagnosis. 

Histopathologically, the defect 
seems to occur in the papillary dermis, 
where histochemically altered collag- 
en is present. Focal epidermal prolif- 
eration surrounds and engulfs collag- 
en bundles, A central crater develops 
that contains inflammatory cells, ker- 
atinous material, and-the histochemi- 
cally altered collagen. This collagen is 
subsequently eliminated by transepi- 
thelial migration. Our objective is to 
document ultrastructurally the migra- 
tion of collagen fibers from. the papil- 
lary dermis into the epidermis. 

REPORT OF A CASE 


A 24-year-old woman had a history of 
multiple papular skin lesions, present sinee 
the age of 5 years." The lesions were pres- 
ent most often in the summer on the 
exposed areas of her arms and legs. They 
reportedly appeared after insect bites, 
seratehes, and, occasionally, acne papules. 
Approximately one week after such trau- 
ma, a small, sometimes tender papule 
developed, followed by the appearance of a 
central pitted area and crust. In four to 
eight weeks, complete regression occurred, 
leaving a whitish spot or thin atrophic scar. 
On oceasion, the lesions would appear in à 
linear configuration, Major skin trauma, ie, 
an episiotomy, healed without evidence of 
involvement. The patient. was otherwise in 
good health, and there was no family histo- 


ry of similar dermatologic problems. Her 
2-year-old child had not shown evidence of 
a similar disorder. 

On examination, there were crateriform 
and crusted papules in various stages of 
development. These were present on the 
exposed areas of the arms and legs 
(Fig 1). : 


MATERIALS AND METHODS 
Three characteristic lesions underwent 


biopsy with. a 4-mm cutaneous punch. The. 


original biopsy specimen was’ obtained 
from a well-developed lesion for. light 
microscopy. The remaining two specimens 
were obtained from the presacral area two 
weeks after induced trauma (by pinprick 
with a 25-gauge hypodermic needle‘). Two 
biopsy specimens were processed for light 
and one for electron microscopic studies. 
The tissue specimen for light microscopy 
was fixed in phosphate-buffered formalde- 
hyde solution and embeddded in paraffin. 
Sections 4 p thick were stained with hema- 
toxylin-eosin, Masson’s trichrome, acid 
orcein elastic fiber stain, and Mallory’s 
phosphotungstic acid-hematoxylin. The 
tissue for electron microscopy was fixed in 
cacodylate-buffered 2.5% | glutaraldehyde 
for.three hours, washed overnight. in the 
same 0.02M cacodylate buffer at pH 7, and 


postfixed in 1% osmium tetroxide for two - 


hours. Samples were dehydrated in graded 
ethyl alcohols and embedded in epoxy 
resin. Thick survey sections (1 p) were 
stained with toluidine blue. Ultrathin sec- 
tions were cut with, diamond knives, 
mounted on 200-mesh copper grids, and 
stained with uranyl acetate and lead 
citrate. The material was examined with 
an eleetron microscope operated at 60 kV. 
Original magnifications ranged from 1,500 
to 11,300; from these, photographic en- 
largements were prepared. 


RESULTS 
Light Microscopy 


Examination of the first biopsy 
specimen showed an invaginated le- 
sion with central crusting and pseu- 
doepitheliomatous hyperplasia of the 
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Fig 2.—Typical lesions of reac- 
tive perforating collagenosis 
showing dense central crust 
containing fragmented collagen 
bundles, foci of epithelial prolif- 
eration (arrows), and pseudoepi- 
theliomatous hyperplasia of ad- 
jacent epidermis (hematoxylin- 
eosin, x 40). 
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Fig 1.—Group of crateriform 
papules in various stages of 


development. 
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Fig 3.—High-power magnification of Fig 2 
showing transepithelial migration of thin 
collagen fibers through epidermis into 
central crust (arrow) ( x 200). 
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Fig 4.—Basal cell in direct contact with dermal 
collagen (C) and fibrin (F). There is complete 
absence of basal lamina. Intercellular space (IC) 
is widened. T indicates  tonofilaments 
(X 12,141). 
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Fig 5.—Bundles of collagen (C) are noted in intercellular spaces of Malphigian layer. Desmosomes 
(arrows) are intact. T indicates tonofilaments. N indicates nucleus ( x 6,392). 
Fig 6.—In center of crust, collagen bundles (C) admixed with polymorphonuclear leukocytes (PMN) 
and necrotic cellular debris are demonstrated ( x 5,753). 
= 
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Fig 7.—In lateral wall of the crater, collagen bundles (C) are seen in stratum corneum and 
Malphigian layer (x1,620). Inset shows collagen fibers with regular periodicity 
( x 22,080). 


epidermis (Fig 2). The crusted central 
area contained polymorphonuclear 
leukocytes, keratin, and refractile col- 
lagen bundles. Varying degrees of 
necrobiosis, chronie inflammation, 
and reactive granulation tissue were 
present beneath the central crater. 
The phosphotungstie aeid-hematoxy- 
lin and Masson's trichrome stains 
identified the refractile fibers within 
the epidermis as hyalinized and 
degenerating collagen. Several small 
perforations containing fine collagen 
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fibers were present within the epider- 
mis (Fig 3). The acid orcein stain for 
elastic fibers was negative in the epi- 
dermis and in the crater. The biopsy 
specimen from the induced presacral 
lesion showed changes similar to the 
spontaneously occurring lesion. 


Electron Microscopy 


Ultrastructural studies of the epi- 
dermis underlying the crust showed a 
complete disappearance of the basal 
lamina. The basal cells seemed intact 


and were in direct contact with the 
underlying dermal collagen and fibrin 
(Fig 4). The intercellular spaces above 
the basal cell layer were widened and 
frequently contained bundles of col- 
lagen fibers (Fig 5). Near the central 
crust, there were bundles of collagen 
fibers admixed with necrotic epider- 
mal cells and polymorphonuclear leu- 
kocytes (Fig 6). The lateral wall of the 
crater showed interruption of the ba- 
sal lamina of the basal cells. Bundles 
of collagen fibers were seen in the 
intercellular spaces of the Malphigian 
layer and in the stratum corneum (Fig 
7). Many of the collagen fibers within 
the epidermis exhibited regular peri- 
odicity. 

COMMENT = 

Reactive perforating collagenosis is 
a unique cutaneous disorder charac- 
terized clinically by recurrent, umbili- 
cated, crusted papules arising in 
response to minor trauma. This disor- 
der belongs to a group of dermatologic 
conditions that have been classified as 
“transepithelial elimination” syn- 
dromes. 

The light microscopie findings in 
our case showed the presence of histo- 
chemically altered collagen bundles 
migrating through the epidermis. 
These findings are similar to the light 
microscopic results reported by Meh- 
regan et al. 

With the resolution of the electron 
microscopic findings, we were able to 
verify the known histologic findings 
of RPC. It was unexpected to find 
reasonably intact collagen fibers 
showing regular periodicity in areas 
that seemed substantially altered by 
histochemical techniques. Cullen’ re- 
cently also demonstrated normal- 
appearing collagen fibers between 
epithelial cells by electron micros- 


copy. 
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The Sign of Leser-Trélat _ 


Report of a Case With Adenocarcinoma of the Duodenum 


Sidney S. Curry, MD, Lloyd E. King, MD, PhD 








e The sign of Leser-Trélat is a rare 


 lgnancy. Although adenocarcinoma is 
"the most common: malignant. neoplasm 
associated with the sign of Leser-Trélat, 


we report what we believe to be the first 
case of adenocarcinoma of the duodenum 


associated with this sign. Because of the 


location of the tumor, we considered the - 
possibility that the skin changes may be. 
due to increased levels of epidermal 
wih factor (EGF) in this patient. How- - 
o alteration in urine EGF levels was. 









T the sudden appearance of large 
numbers. of 
which is associated with malignancy. 
We report the first case, to our knowl- 





edge, in which this sign was asso- _ 


ciated with adenocarcinoma of the 

duodenum. This association led us to 

eonsider the possibility of elevated 

levels of epidermal growth factor 

(EGF), since in humans EGF has 

. een localized to Brünner's glands in 
' the duodenum? 


REPORT OF A CASE 


A 63-year-old. man was admitted to the 
Nashville (Tenn) Veterans Administration 
Hospital on May 25, 1978, for evaluation of 
gastrointestinal (GJ) tract problems. Also, 
during the previous year, the patient. had 
had interntittent: midepigastrie pain, with 


. 
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ulaneous manifestation of internal ma- 


Dermatol 116:1059-1060, 1980) - 
E (s vv progressively increased in size. and numb 
he sign of Leser-Trélat refers to. 


seborrheic keratoses; 


indigestion, cramping, vomiting, and. 
weight: loss. The patient's GI tract symp- 
< toms gradually worsened, prompting his 
physicians to obtain roentgenographie | 
studies, including an upper GI tract series: 
in April 1978. This study showed that the. 
patient had a distended duodenal bulb, 
with marked narrowing distal to the bulb: Sie” 
and à 8 X 4-em luminal filling defect. The — € 
patient was admitted to the hospital in late: 
May, and endoscopy at that time showed a. 
- severe postbulbar obstruction of the duode- 





num consistent with either a peptic ulcer oi 
a néoplasm. UA 
A. dermatology consultation was 


tained because of the patient's numerous 


pruritie, seborrheic keratoses, which. had 


for about one year. On examination of tl 
skin, the patient was found to. hav 
hundreds of seborrheic keratoses, almo: 


“exclusively on the anterior and posterior 
aspects of the trunk. These lesions were 


variable. in size and pigmentation, and 


some showed signs of recent excoriation . 
(Figure). Radioimmunoassay of human. 


EGF’ was. measured in random spot sam- 


ples of the patient's presurgical urine and .. 
showed an EGF level of 30.2 ug/g of creatis 
nine (üormal range, 29.7 + 1.1 pg/g.of . 
creatinine’); Because of the roentgeno- i 


graphie findings and because the patient 
was thought to exhibit the Leser-Trélat 


sign, an exploration of the duodenum was 
recommended. During. the exploratory. 
laparotomy, initial frozen sections of the - 
biopsy specimen showed only fibrosis and 


no tumor, In light of the cutaneous signs, 


additional frozen sections were obtained, 


and these showed a well-differentiated 
papillary adenocarcinoma. The tumor was 


‘resected using a Whipple procedure, but 


metastases to three regional nodes were 
also found. 


COMMENT 


The sign of Leser-Trélat was first 
described in the 19th century by a 
German surgeon, Edmund Leser 


(1828-1916), and a French surgeon, 
Ulysse Trélat (1828-1890), who re- 
ported cases of seborrheic keratoses 
associated with malignant tumors, | 
| about 1890. According to Dantzig,’ in 
“1891, Pollitzer described the first asso- 








thosis nigricans with a 
à entioned that the 
iltiple warty growths. 
r of years, all of the case 
e Leser-Trélat sign were 
opean literature, and about 
e were associated with 
igricans.* 

onchese’ described a case 
rélat sign in the American 
e. This case was also asso- 
ith "malignant" acanthosis 
nigricans. Ronchese stated that there 
were several criteria for the diagnosis 











is 








of the Leser-Trélat sign: (1) rapid 


increase. in size and number of 


seborrheic keratoses, (2) accompany- 
ing pruritus; (3) history of previously 


blemish-free skin; and (4) association... 


` with malignant tumor. 


- Dantzig‘ and Liddell et al^ indicated ' 
that adenocareinoma was the most: 


common malignant neoplasm asso- 


ciated with the sign of Leser-Trélat | 
and that the GI tract was the most 


"eommon site of the primary tumor. 


This sign has been described in asso- 


.eiation with a number of malignant 
neoplasms (Table) but apparently has 
‘not been previously reported with 


adenocarcinoma of the duodenum. 
Although primary. carcinomas of 
the small intestine are rare, the-most 
common malignant "tumor in. this 
organ is adenocarcinoma of the duode- 
num (including the ampullary re-- 
gion)" As noted in this report, it is 
frequently difficult to distinguish 
clinically a duodenal adenocarcinoma 
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Multiple pruritic, seborrheic keratoses on patient's back. 












Case Reports of Leser-Trélat Sign* 


Associated Malignancy 


eS 
Location Type 


Transverse colon Carcinoma 
Rectum Carcinoma 
Sigmoid colon Carcinoma 
1975 Prostate Adenocarcinoma 
1976 Liver 
















Liddell et al* 


















Gitlin and Pirozzi’ 










* Greer et al” 
(myelomonocytic) 


Adenocarcinoma 
Adenocarcinoma 






1978 Stomach 
1980 Duodenum 







Schwartz and Burgess" 
Present case 











*Case reports prior to 1975 have been reviewed by Dantzig.‘ 
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from the much more common clinical - 
entity, duodenal ulcers. The sign of 
Leser-Trélat was helpful in discover- 
ing the occult adenocarcinoma, as well 
as stimulating us to seek causative 
factors. The possible increased pro- 
duction of EGF by abnormal Brún- 
ner’s glands of the carcinomatous 
duodenum was postulated but was not 
confirmed by radioimmunoassay? of 
the patient's urine. 

Despite the lack of increased EGF 
production in our patient, the sign of 
Leser-Trélat could still be caused by 
the production of unidentified growth 
factor(s) by various types of malig- 
nant neoplasms capable of stimulat- 
ing the growth of seborrheie kera- 
toses. For example, polypeptide 
growth factors capable of binding to 
EGF receptors, but different from 
EGF by several criteria (molecular 
weight, no cross-reactivity with anti- 
EGF antibodies, and promotion of 
anchorage-independent growth by fi- 
broblasts in culture), were recently 
isolated from murine sarcoma virus- 
transformed cells." 

This case report illustrates two 
important points; first, the sign of 
Leser-Trélat may be associated with 
adenocarcinoma of the duodenum, and 
second, although the hypothesis that 
tumor-associated EGF produces Les- 
er-Trélat sign is plausible, the normal 
urinary values for EGF in our patient 
do not substantiate this hypothesis. 
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neous: histopathologic appear- 
"ance resembled that found in erythema 


and the acute graft vs host reaction. The 


cutaneous eruption may have been part. of . 
a widespread autoimmune reaction, pos- ' : 


sibly triggered by drugs or infection. 
(Arch. Dermatol 116:1061-1 063, 1980). 


W: describe here a patient: with 
chronic active hepatitis and 
membranous glomerulonephritis in 
whom an extensive. toxic erythema 
“with bulla formation and subsequent 
-desquamation developed, accompan- 
“Jed by fever, diarrhea, and fatal 
hepatic and renal failure with septi- 
cemia. The cutaneous histopathologic 
appearance was. characterized: by the 
presence of focal basal cell liquefae- 
tiqn degeneration, scattered. epider- 
mal cell dyskeratosis. and necrosis 
with colloid body formation, subepi- 
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© A patient with chronic active hepatitis 
and membranous glomerulonephritis. ace 
“quired an: acute, fatal illness character- 
ized by a toxic erythematous desquama- ` 
. tive dermatitis with bulla formation, fever, -< 
and hepatic and renal: failure. 


multiforme, toxic: epidermal necrolysis, — 
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denna clefting, and a sparse upper | 
dermal lymphohistiocytic infiltrate. Ji 
^... rigolesion 


REPORT OF A CASE 


A 27-year-old: man was admitted to the E 
hospital in January 1979 with fever, diar- and the axillae and arms (Fig 2), with 
rhea, edema, and a widespread toxic ery- ^ jeu]. ? 
thema. Chronic active hepatitis had been) ;. 
diagnosed in 1973 from. the histological | 


appearances of a liver biopsy specimen, 


and he had received prednisolone sodium 
phosphate : since then. Another liver biopsy 


specimen in 1975 showed the changes: of - 


maeronodular cirrhosis. The nephrotic syn- 
drome developed in 1975, and a renal biop- 
Sy specimen indicated the presence of 


membranous glomerulonephritis. Lieheni-:: 


fied discoid eezema of the legs developed in 


1972. A transient lichenoid papular erup-: 
tion on the trunk and limbs occurred in. 
August: 1976 and was. probably an unusual: 
reaction to amiloride hydrochloride, Ery-: 


thromycin stearate and fusidate diolamine 


prescribed for infected eczema, was discon- 


tinued two days before the final admission 


<o after the development of intense erythema. : 
‘in the groin. Medication taken at the time 


of admission included prednisolone, furo- 
semide, triamterene, metolazone, and ni- 
trazepam, all of which the patient had been 


“taking for'at least 11 months, 


FINDINGS 


On examination, the patient's tem- 
perature was 38 °C. He had a cushin- 
goid appearance with gynecomastia 
and abdominal striae. Widespread 
areas of macular hyperpigmentation 
were present in the distribution of the 
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g eruption, with residual 
czema and scattered pru- 
s on the forearms and shins. 
ere was intense confluent erythe- 
the groins and thighs (Fig 1) 











rythema of the face, trunk, 


and dis al parts of the limbs. Erosions 
-of the buccal mucous membranes were 
"accompanied by erythema and painful 
^hyperkeratotic fissuring of the lips, 
palms, and soles. There was bulla for- 
mation on the dorsa of the hands (Fig 


3) and on the thighs. Abnormal find- 
ings of the remainder of the physical 
examination included hepatic enlarge- | 


ment, ascites and edema, and elevated : 


jugular venous pressure. 00) 
Laboratory studies disclosed the fol- 


: lowing values: leukocytosis, 17,400/cu 
-mm, with 88% neutrophils, 3% lympho- 
-eytes,; 3% monocytes, 4% eosinophils, 
and 2% band ce lls; serum sodium, 120 


mEq/L (normal, 134 to 143 mEq/L); 


“urea, 96 mg/dL (normal, < 45 mg/ 


dL) creatinine, 1.7 mg/dL (normal, 
<'1.2 mg/dL); creatinine clearance, 37 
mL/mm; total serum protein, 4.2 g/dL 
(normal, 6.8 to 7.9 g/dL); albumin, 2.6 
g/dL (normal, 3.8 to 5.6 g/dL); biliru- 
bin, 2.1 mg/dL (normal, < 1.0 mg/ 
dL); and SGOT, 158 IU/L (normal, 
< 65 IU/L). Staphylococeus aureus 
sensitive to penicillin grew from skin 
swab cultures. 

The results of the following labora- 
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Fig 1.—Confluent erythema of groins and 
thighs with erythema of dorsum of hand. 


Fig 2.—Macular erythema of trunk and 
confluent erythema of axilla and arm. Note 





PT = 


Fig 3.—Erythema multiforme-like bullous 
lesions on dorsum of hand. 


tory tests were normal or negative: 
hemoglobin, platelet count, ESR, se- 
rum potassium, glucose, calcium, al- 
kaline phosphatase, antistreptolysin O 
titer, direct Coombs’, clotting, VDRL, 
viral antibody titer, latex fixation, 
and urine culture. An ECG and chest 
roentgenogram were also normal. 
Hepatitis B surface antigen and tis- 
sue antibodies were absent. 

Skin biopsy specimens were taken 
from the left axilla and hand. Promi- 
nent early histological features were 
focal liquefaction degeneration of epi- 
dermal basal cells with colloid body 
formation and the presence of dysker- 
atotic and necrotic cells and colloid 
bodies at higher levels of the epider- 
mis (Fig 4). Satellite cell necrosis was 
not seen. Later lesions showed coagu- 
lation necrosis of the epidermis, 
although scattered individual colloid 
bodies could still be identified. There 
was also a tendency to subepidermal 
clefting (Fig 5). The dermis contained 
a sparse lymphohistiocytie infiltrate, 
and small dermal vessels were dilated 
with accompanying purpura. Indirect 
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abdominal stria. 





Fig 4.—Histological appearance of early 
lesion showing focal liquefaction degener- 
ation and colloid body formation scattered 
throughout epidermis, with sparse dermal 
lymphocytic infiltrate (hematoxylin-eosin, 
original magnification x 100). 


immunofluorescence microscopy was 
negative for immunoglobulins and 
complement. Direct immunofluores- 
cence microscopy was not carried 
out. 

The patient began receiving bume- 
tanide and spironolactone, and the 
oral prednisolone sodium phosphate 
dosage was increased to 30 mg/day. A 
staphylococcal septicemia responded 
to intravenous (IV) cloxacillin sodium 
monohydrate, gentamicin sulfate and 
metronidazole therapy. However, the 
cutaneous eruption continued to 
evolve, and when diffuse erythroder- 
ma developed, the patient was treated 
with azathioprine (150 mg/day) and 
IV methylprednisolone sodium succi- 
nate (1 g/day). Progressive improve- 
ment of the rash with desquamation 
followed. However, the patient’s gen- 
eral condition deteriorated, and Pseu- 
domonas aeruginosa septicemia and 
renal and hepatic failure developed 
before his death, four weeks after 
admission. 

Postmortem examination indicated 
pulmonary congestion, macronodular 








Fig 5.—Histological appearance of later 
lesion showing coagulation necrosis of 
epidermis with scattered clumps of colloid 
bodies, subepidermal clefting, and dermal 
lymphohistiocytic infiltrate (hematoxylin- 
eosin, original magnification x 100). 


cirrhosis with esophageal varices, 
splenomegaly, and membranous glo- 
merulonephritis. Immunofluorescence 
microscopy indicated heavy deposits 
of IgG, IgA, and complement, with 
some IgM, in the glomeruli. 


COMMENT 


The cutaneous histopathologic find- 
ings in our patient shared certain 
features with erythema multiforme 
(EM) and toxic epidermal necrolysis 
(TEN), although the appearance of the 
rash and the subsequent clinical 
course were not typical of either of 
these conditions. Basal cell degenera- 
tion with a dermal lymphocytic infil- 
trate and subepidermal bulla forma- 
tion occurs in both EM' agd TEN. 
Individual cell dyskeratosis may pv- 
gress to the eosinophilie coagulation 
necrosis of the entire epidermis that 
was eventually seen in our patient. 
Both EM* and TEN? may be related 
to drug therapy. Our patient had 
received several drugs before admis- 
sion, and a drug reaction may have 
precipitated the eruption. Indeed, a 
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vm drug-induced lichenified rash had de- u 


veloped 18 months earlier. : 
Although our patient had received 
neither a bone marrow transplant. nor 
a leukocyte transfusion, the clinieal: 
«gurse of his illness resembled that 
. found in aeute graft vs host (GVH) 





"x disease, which is characterized by fev- ^ 
^er, an erythematous desquamative | 


"^. dermatitis, severe gastrointestinal 


tract upset, hepatic dysfunction, and 


increased susceptibility to infee- 
tions."* Bullous lesions, such as those. 


in our case, have been described pre- - 


viously."'* The cutaneous histologic 
appearance also 








cells in the epidermis, der- 
ial separation, and à peri- 
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resembled the. 
changes seen in the acute GVH reac- 
ion*"' and homograft rejection. Fo- - 
basal cell liquefaction degenera- . 
tion, scattered single dyskeratotic or . 


ar lymphocytic infiltrate are - 
The finding of a satellite lym- 
yte adjacent to individual necrot- . 


oT Slavin RE, Woodruff JM: The pathology oí 
‘bone marrow | transplantation. “Pathol. An 


mchine JR, Macaraeg PVJ, Lasagna L,, et — 9291-844, 1974. 


Toxic’ epidermal necrolysis (the, ease in human recipients of marrow ‘from: 


ic cells in the epidermis (satellite cell 
néerosis) has. been regarded as charac- 
teristic’ but is not invariably 
found"; epidermal cell necrosis with- 
out a satellite lymphocyte is more 
common. The histological changes, 
then, are not specific, but merge with 


those found in EM and especially 
E TEN 90 ; 

<. The occurrence of a severe cuta- 
neous eruption with features sugges- 
tive of an immunologic reaction — 
directed against the skin in a patient — . 
with chronic active hepatitis is of 
interest in view of the proposed 


autoimmune cause of this condi- 


< tion?" The histological changes in. 
_ the liver in chronic active hepatitis are 

similar to those occurring in a hepatic ` 

homograft undergoing rejection, so 
dt is possible that the eruption repre- - 
sented part of a widespread autoim- 
‘mune reaction, perhaps triggered by 


drugs or infection. This case illus- 


trates the interrelationship between 
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drug eruptions, EM, TEN, the aeute 

GVH reaction, and homograft rejec- 

tion and indieates that they form a 

continuous’ spectrum of cutaneous 
reactions. 
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‘Hypersensitivity to Aloe : 


David M. Morrow, MD; Marvin J. Rapaport, MD; Richard A. Strick, MD 


* Hypersensitivity, manifested by gèn- 
eralized nummular eczematous and papu- 
. lar dermatitis, and presumably by contact 
“urticaria, developed in a 47-year-old man 
after four years of using oral and topical 
aloe. Patch tests for aloe’ were positive in 
this patient. 
(Arch Dermatol 116:1064-1065, 1980) 


A“ leaf jelly has been: uid since 
ancient times for medicinal pur- 
poses. The low molecular weight com- 
ponents (ie, aloe-emodin and aloin) are 
documented catharties and are often 
pharmaceutieally combined with bel- 
ladonna extract, bile. salts, eascara 
sagrada extract, powdered ipecac, 
phenolphthalein, and. podophyllum 
resin for cathartic use.* Aloe emodin 
has recently been found to have sub- 
stantial antileukemic activity against 
P-388 lymphocytic leukemia in mice." 
High molecular weight components of . 
«aloe extract have been found to be. 
anti-inflammatory by virtue of their 
bradykinetic activity." These high mo- 


© lecular weight. compounds also react | 


with human serum protease inhibitors’ 
that are intimately involved in the 
metabolic processes of repair of con- 
nective tissue and regulation of vascu- 
lar tone.’ The aloin and laxative con- 
stituents were found to inhibit gastric 
secretion in rats. 

The world's medical and bidscience 
literature on aloe is sparse. There is | 
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one. report of acute bullous. allergic. 


contact. dermatitis to aloe in the Rus- 
sian literature. 7 


REPORT OF A CASE 


A 47-year-old man was seen in our der- : 
matology elinie.for a pruritic eczematous 


eruption that had been present for three 


months on various parts of his body. A` 


diagnosis of nummular eczema was made, 


‘and he was treated with topical triameino- 


lone acetonide with only minimal success, 
Further history and an evaluation several 


weeks later indicated that, for about. three. 


years, he had been ingesting a crushed 
jelly-like- preparation of pure. Aloe vera 


plant, taking one teaspoon three times a 


day. Also, in the past year, he had been 
applying the. jelly-like material to the 
bearded: area of his face and neck after 
shaving. For the previous month, he had 
noted urticaria in this area that had lasted 
five minutes after application. Hives had 
developed only in those areas where aloe 
was applied. The ingestion. and topical 
application ‘of aloe had initially -been 
advised to him by people interested in 
nutrition. 

There was. no history of atopy in’ the 
patient-or in any of his family members. 
The patient had not had urticaria previous- 
ly. 
Physical. examination indicated five, 
large, nummular, eczematous lesions on the 
patient’s arms, trunk, and legs. Urticarial 


"lesions in the bearded area were noted by 
two observers. 


A. routine hematoxylin-eosin stained 
skin biopsy. specimen of à. representative 


papular lesión showed epidermal spongio-. 


sis with mierovesicles containing ‘chronic 
inflammatory cells. There was perivascular 
accumulation of chronic inflammatory cells 
and a few eosinophils. 

All ingestion and topical applications-of 
the aloe preparation were stopped, and a 
patch test was done two weeks later to the 
routine North American Contact Dermati- 
tis Group tray, plus a 5% preparation of 


dinnamic¢ alcohol, and cinn 


normal subjects for A vera jay 


anthraquinone and the jelly-like A verd 
without dilution. At 48 and 72 hours, the 


reactions for both of the latter. prepara- 
“tions, placed on widely separated areas on 
he back, were 34. All of the other test 


results, such às those for oil of 








bergamot, 
were normal, Patch tests were don 
reactions occurred, Further patch 


of the patient several weeks later with the 
jelly substance failed to elicit any ‘urticarial 


‘lesions from: 15. minutes to.one hour after 


contact with various parts. of the back. 


COMMENT 


We have been seeing an increasing 
number of patients who are ingesting 
and applying various plant substances 
to the skin per instruction contained 
in popular nutritional literature or by 
word of mouth. Mitchell and Rook' 
mention cases of allergic contact der- 
matitis caused by the aloes. They 
state that the aloes consist of variable 
mixtures. of aloin; aloe. emodin and 
other substances. Aloin is an anthra- 
quinone, and it was found in about 
half of 100 species examined. Cronin 
felt that it was a potential sensitizer. 

Nutritionists and people working in 


health food stores advocate aloe as an 


aid to digestion and. as being benefi- 
eial to the complexion. Aloe also seems 


to be used as a "eaneer liniment.” 


Numerous Indian tribes have taken 


< the sap and the whole leaf jnternally 
‘and used it-topieally for various skin 


problems. Indian folklore suggests 


that it "stops cancer formation” if it is 


ingested. 

Coritact urticaria may occur either 
as an allergic reaction to application 
of a substance to the skin or as a 
reaction to a primary urticant. Pri- 
mary urticariogenic substances cause 
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"van urticarial reaction in all subjects 
- “upon application and are not immuno- 
logically mediated. Although our. pa- 
tient had urticaria in the areas of 
application of the aloe, it was not 

ssible for us to demonstrate am 
immediate urticarial positive patch 
“2s test reaction. This may have been 


"because its ingestion orally had been: 


discontinued before the time of test- 





ing, and concomitant oral and topical 
exposure may have been required to 
„elicit an urticarial response. Another’ 


possible explanation for the negative 


reaction is that the lesions clinically 


were noted in areas that had just been 


ee Mitchell: J, Rook A: Botanical Dermatology. 
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Vancouver, Canada, Greenglass Limited, 1979, pp 


Fujita K; Suzuki I; Ochiai. J et ak Specific Tm 
action of aloe extract with serum proteins: of 


3: Tyler VE, Brady LR, Robbers JE: Pharma- 









- induced by topical nitrogen mustard (HN 







logic tolerance. Cancer 82:18-30, 1973. 





shaven and hence were more perme- 
able. À third possibility is that the 
aloe might only have been capable of 
eliciting an urticarial reaction when 
applied to eczematous skin, whereas 
the test material was applied to 
normal skin. 

Although allergic contact. urticarial 
reactions are uncommon, Fisher* lists 
several foods, textiles, animal aller- 


gens, medicaments, industrial chemi- 


cals, and cosmetics that have caused 
such a reaction. 


Interestingly, induction of specific 
"limine tolerance to. aloe*'* did not 


occur in our patient, although he 
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ingested the agent regularly for a 
period of several years prior to the 
development. of sensitization to topi- 
cally applied aloe. However, some 
studies suggest that this mechanism 
for inducing tolerance may be very 
limited in man. In addition, hypo- 
sensitization" did not occur in our 
patient since, despite the regular oral - 
administration of the aloe, he contin- 
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— Ciliated Plantar Cyst 


Lawrence True, MD, Loren E. Golitz, MD 


: * A 33-year-old woman had a solitary 
| cyst of the right sole. The cyst was lined 
by ciliated columnar epithelium that var- 
è ied in thickness from a single layer to 
K pseudostratified layers. We suggest that 
É the cyst may represent a developmental 
E anomaly that resulted in the abnormal 
| localization of cells with the potential for 
ciliogenesis. 
(Arch Dermatol 116:1066-1067, 1980) 


ysts of the skin can be divided into 
glandular and keratinizing epi- 
thelial cysts and into a broad category 
that includes cysts not of epidermal 
origin such as umbilical cysts contain- 
ing remnants of the omphaloenteric 
| canal, branchial cleft eysts, broncho- 
| genic cysts, cutaneous endometriosis, 
E and cutaneous ciliated cysts." We 
report a case of a cutaneous ciliated 
b cyst that occurred on the plantar sur- 
face. 


i REPORT OF A CASE 


A 33-year-old woman complained of a 
| tender mass that had been present on the 
Ne right sole for two months. She had no other 
E medical problems and no prior history of 

skin disease. Physical examination re- 
vealed a single, slightly fluctuant mass 2 
em in diameter situated beneath the head 
of the second metatarsal bone on the right 
sole. Needle aspiration yielded a small 
quantity of clear fluid. The lesion was 
excised. 

Sections stained with hematoxylin-eosin 
showed an unremarkable acral epidermis. 
The dermis contained normal sweat glands 
and a multilocular cystic space surrounded 
by a thin rim of fibrous tissue (Fig 1). No 
capsule surrounded the cyst, and the cavity 
was empty. There were small papillary 
projections of the cyst wall into the lumen 


Tt (ean ee eee 
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Fig 2.—Cyst wall with ciliated epithelium that varies from simple columnar layer to 
pseudostratified layers (Masson stain, original magnification x 400). 


of the eyst. The cyst was lined by ciliated 
columnar epithelium that varied in thick- 
ness from a single layer of cells to two or 
three layers of pseudostratified epithelium 
(Fig 2). The PAS and mucicarmine stains 
were negative for mucin and a trichrome 
stain failed to show smooth muscle in the 
adjacent fibrous stroma. No adnexal struc- 
tures were present in the cyst wall, and 
there was no inflammation. 


COMMENT 


The following ciliated epithelial 
cysts have been described in the skin: 
mucinous cysts of the vulva, endome- 
triosis, bronchogenic cysts, branchial 
cleft cysts, and cutaneous ciliated 
cysts. Paramesonephric mucinous 
cysts have only been observed on the 
vulva.’ Endometriosis has a typical 
stroma associated with the epithe- 
lium‘; both bronchogenic cysts, which 
contain smooth muscle and mucous 
glands? and branchial cleft cysts, 
which have abundant associated lym- 


l. Pinkus H, Mehregan AH: Adnexal nevi and 
benign adnexoid tumors, in A Guide to Dermato- 
histopathology. New York, Appleton-Century- 
Crofts, 1976, pp 549-555. 

2. Hart WR: Paramesonephrie mucinous cysts 
of the vulva. Am Obstet Gynecol 107:1079-1084, 
1970. M 

3. Farmer ER, Helwig EB: Cutaneous ciliated 
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phoid tissue,’ have been found only in 
the skin of the neck and chest. Recent- 
ly, 11 cases of cutaneous ciliated cysts, 
histologically similar to those of our 
case, were reported. In this series, the 
cysts typically occurred on the lower 
extremities of young women. Two of 
the 11 cysts were located on the foot, 
one on the "right lateral foot" and one 
on the "right lateral, mid sole." Six of 
the 11 cysts were located on the right 
lower extremity, three on the left; in 
two cases, the exact site of the cyst 
was not specified (oral communica- 
tion, E. R. Farmer, MD, January 
1980). 

The pathogenesis of the ciliated 
plantar cyst is diffieult to explain. 
There are two possible explanations: 
the cyst represents metaplasia of an 
epidermal structure, or the cyst is a 
developmental abnormality. The only 
precedent for metaplasia of noncil- 
iated epithelium to a ciliated form is 
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in the female genital tract, where 
mucous columnar epithelium can be- 
come ciliated. There is evidence that 
this process of ciliogenesis is steroid 
dependent.’ The fact that only Miiller- 
ian-derived epithelium has been ob- 
served to undergo ciliated metaplasia 
in the adult and the lack of obvious 
endocrine malfunction in our patient 
both make this explanation unlikely. 

In regard to the possibility that the 
cyst represents a developmental ab- 
normality, there are two possible 
mechanisms: ciliated epithelium could 
represent an abnormality in differen- 
tiation of epithelium in a normal loca- 
tion, or it eould represent an abnor- 
mality in migration. Ciliated epithelia 
in the adult normally occur only in the 
respiratory tract, the middle ear, the 
epithelium of the uterus and oviducts, 
the epithelium of the ductuli effer- 
entes testis, and the ependymal lining 
of the brain.* Concerning the possibil- 
ity of a cyst developing from abnor- 
mal cell differentiation, there is no 
prior evidence that epidermal epithe- 
lium can undergo ciliated differentia- 
tion. Therefore, the most likely expla- 
nation is that the ciliated plantar cyst 
represents an abnormality of migra- 
tion of epithelium with the potential 
for ciliogenesis. A similar explanation 
is the most plausible for the pathogen- 
esis of branchial cleft and broncho- 
genic cysts. In contrast to this case, 
however, such cysts occur in the skin 
of the neck or chest in reasonable 
proximity to their site of embryologic 
origin. Mucinous cysts of the vulva 
probably also represent displacement 
of Miillerian-type epithelium to a site 
that is reasonably close to the site of 
presumed origin. Thus, if the ciliated 
plantar cyst resulted from an abnor- 
mal migration of precursor epithelial 
cells, it represents an unusually long 
path of migration. 


congenital origin. Surg Gynecol Obstet 102:417- 
434, 1956. 
7. Anderson RGW, Hein CE: Estrogen-depen- 


dent ciliogenesis in chick oviduct. Cell Tissue Res f 


171:459-466, 1976. 
8. Atzelius B: The immotile cilia syndrome. Int 
Rev Exp Pathol 19:1-43, 1979. 
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an acne agent 


Specific because it works 
the way acne works— 
from the inside out. 


Evidence to date suggests that 
Retin-A* (tretinoin) can partially 
reverse abnormal keratinization 
and reduce the adhesiveness of 
horny cells within the follicle; 
thus by keeping the follicle 
clear, Retin-A decreases the ac- 
cumulation of sebum, which 
inherently inhibits both the pro- 
liferation of P. acnes and the 
production of free fatty acids. 


SO specific 


SO SPECIFIC, IT’S EFFECTIVE ALONE. 








In a study of 127 patients’ with difficult-to-clear grades II 


and III acne, 80% showed excellent to good results after 11 weeks 
of treatment with Retin-A 0.01% Gel. There was: 


A 66% reduction in papules 


A 68% reduction in pustules 


A 71% reduction in comedones 


Discontinuance due to erythema, irritation 
and peeling was only 1.5% 


*TRADEMARK 
tData on file, Dermatological Division, Ortho Pharmaceutical Corporation, . 


Í Concomitant topical medication should be used with caution because of possible 
interaction with tretinoin. Particular caution should be exercised in using preparations 
containing peeling agents (such as sulfur, resorcinol, benzoyl peroxide, or salicylic 
acid) with Retin-A. It also is advisable to “rest” a patients skin until the effects of peeling 
agents subside before use of Retin-A is begun. 





Can be 





soversatile. 





SO VERSATILE, IT CAN BE | 
USED EFFECTIVELY WITH ADJUNCTS: 








Retin-A* and benzoyl 
peroxide 


“Many patients with moderate 
to severe inflammatory acne may 
“benefit from sequential treatment 
“with tretinoin and benzoyl per- 
oxide. This regimen combines 
the comedolytic properties of tre- 
tinoin with the antibacterial effect 
of benzoyl peroxide and, in 
magy patients, obviates the need 
for systemic antibiotics." 
The efficacy of benzoyl perox- 
ide in 5% and 10% concentrations 
- appears to increase when used 
with tretinoin? 





Retin-A* and topical 
antibiotics 

Tretinoin is clinically effective 
in inflammatory acne, particularly 
when combined with antimi- 
crobial therapy? 


References: 1. Shalita AR, et al: Dermatol 2:52, 
December 1979. 2. J Invest Dermatol 73:(no. 5):439, 
1979, 3. Mills OH, Kligman AM: Acta Derm Venereol 
58:555, 1978. 


e * 
Retin, 
(tretinoin) 

Gel 001% /Cream 0.05% 











Retin-A Gel 0.01% 
Available in an economical 45 gram tube, 
as well as the original 15 gram tube. 


Retin-A. Cream 0.05% 

Available in tubes of 20 grams and 

45 grams. 

Also available as: 

Retin-A Gel 0.025%, tubes of 15 and 
45 grams 

Retin-A Cream 0.1%, tubes of 20 grams 
Retin-A Liquid 0.05%, amber bottles of 
28 ml 


Before prescribing, please consult complete 
produet information, a summary of which 
ollows: 
Indications: RETIN-A is indicated for topical 
application in the treatment of acne vulgaris, 
primarily grades 1I, and Tl in which come- 
dones, papules, and pustules predominate. It 
is not effective in most cases of severe pus- 
tular and deep cystic nodular varieties (acne 
conglobata). 
traindications: Use of the product 

should be discontinued if hypersensitivity to 
any of the ingredients is noted. 

: Recent studies in hairless albino 


mice s that tretinoin may accelerate the 


. tumorigenic potential of ultraviolet radiation. 
, Althou; 


igh the significance to man is not clear, 


© patients should avoid or minimize exposure 


tosun, Concomitant topical medication 
should be used with caution because of 
possible interaction with tretinoin, Particular 


‘caution should be exercised in using prepara- 
i fo Hons containing peeling agents (such as sulfur, 
|] resorcinol; benzoyl peroxide, or salicylic acid) 


with RETIN-A. It also is advisable to “rest” a 
patient's skin until the effects of peeling agents 
subside before use of RETIN-A is begun. 
Exposure to sunlight, including sunlamps, 
should be minimized during the use of 
RETIN-A and patients with sunburn should be 
advised not to'use the product until fully 
recovered because of heightened suscep- 
tibility to sunlight as a result of the use of 
tretinoin, Patients who may be required to 
have considerable sun exposure due to oc- 
cupation and those with inherent sensitivity 
to the sun should exercise particular caution, 
Use of sunscreen products and protective 
clothing over treated areas may be prudent 
when exposure cannot be avoided, Other 
weather extremes, such as wind or cold, also 
may be irritating to patients under treatment 
with tretinoin. RETIN-A should be kept away 
from the eyes, the mouth, angles of the nose, 
and mucous membranes. Topical use may 
induce severe local erythema and peeling at 
the site of application. If the degree of local 
irritation warrants, patients should be directed 
to use the medication less frequently, discon- 
tinue use temporarily or discontinue use 
altogether. Tretinoin has been reported to 
cause severe irritation on eczematous skin 
and should be used with utmost caution in 
patients with this condition. 

Precautions: Medicated or abrasive soaps 
and cleansers, soaps and cosmetics that have 
a strong drying effect, and products with high 
concentrations of alcohol, astringents, spices, 
or lime should be used with caution because 
of possible interaction with tretinoin. If medi- 
cation is applied excessively, no more rapid 
or better results will be obtained and marked 
redness, peeling, or discomfort may occur. 


DERMATOLOGICAL DIVISION ORTHO 
ORTHO PHARMACEUTICAL 
CORPORATION 

Raritan, New Jersey 08869 


a fohmensfohmen Company qoc i80 


anew 
prescription 
fo assure your 
fraveling patients 
a bon voyage 


The AMA’s new booklet, PHYSICIAN’S GUIDE TO MEDICAL 





ADVICE FOR OVERSEAS TRAVELERS, was developed to help 
practicing physicians render preventive medical services to 
traveling patients. $ 
It provides a weath of information, such as how to protect 
patients against tropical diseases, time zone changes, par- 
asites and complications of existing handicaps. Plus what 
to advise about diets, immunizations, and overseas 
medical care. 
To order your copy (60¢ ea.) of this new guide, OP-411, 
write: Order Dept., American Medical Association, 
P.O. Box 821, Monroe WI 53566 
Allow 4-5 weeks for delivery 
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*"Halciderm 
Cream Ol” 


Halcinonide Cream 01% 


with Emollient Base 


Elegant emollient base 

—hydrates like an ointment, less drying 
than many creams 

Proven efficacy of halcinonide 
—interrupts the inflammatory process 
and rapidly relieves pruritus 
Particularly useful in common cortico- 
steroid-responsive dermatoses 


Available in 15g, 30g, 60g tubes SQUIBB 


Can naut mann bac locu nna 





* 


ki 


er 


y 


TA 


oum 
f 


TPE 


PE 


SEP 


=x 


TT 


Ae 


UTE 


Halciderm 
Cream Ol* 


Halcinonide Cream 01% 


with Emollient Base 


HALCIDERM® CREAM 0.1% 
Halcinonide Cream 0.1% 


DESCRIPTION: Halciderm Cream (Halcinonide 
Cream 0.1%) contains 1 mg halcinonide per gram 
in a hydrophilic vanishing cream base. 


INDICATIONS: For relief of inflammatory 
manifestations of corticosteroid-responsive 
dermatoses. 


CONTRAINDICATION: Contraindicated in 
those patients with a history of hypersensitivity to 
any of the cream's components. 


PRECAUTIONS: General — Discontinue the 
product and institute appropriate therapy if irritation 
develops. In presence of an infection, institute an 
appropriate antifungal or antibacterial agent; if a 
favorable response does not occur promptly, 
discontinue the corticosteroid until the infection has 
been adequately controlled. Take suitable precau- 
tions, particularly in children and infants, if exten- 
sive areas are treated or if occlusive technique is 
used since there will be increased systemic absorp- 
tion of the corticosteroid. This preparation is not for 
ophthalmic use. 


Usage in Pregnancy: Although topical steroids 
have not been reported to have an adverse effect on 
human pregnancy, the safety of their use in pregnant 
women has not been absolutely established. In 
laboratory animals, increases in incidence of fetal 
abnormalities have been associated with exposure of 
gestating females to topical corticosteroids, in some 
cases at rather low dosage levels. Therefore, drugs of 
this class should not be used extensively on pregnant 
patients, in large amounts, or for prolonged periods 
of time. 


Occlusive Dressing Technique: Use of occlu- 
sive dressing increases percutaneous absorption of 
corticosteroids, For patients with extensive lesions 
sequential approach, occluding one part of the body 
at a time, may be preferable. Keep patient under 
close observation if using occlusive technique over 
large areas and over a considerable period of time. 
Occasionally, a patient who has been on prolonged 
therapy, especially occlusive therapy, may develop 
steroid withdrawal symptoms when drug is stopped. 
Thermal homeostasis may be impaired if large areas 
of the body are covered. Discontinue occlusive dress- 
ing if elevation of body temperature occurs. Occa- 
sionally, a patient may develop a sensitivity reaction 
to a particular occlusive dressing material and a 
substitute material may be necessary. Discontinue 
occlusive dressing and institute appropriate anti- 
microbial therapy if infection develops. 


ADVERSE REACTIONS: The following adverse 
reactions have been reported with topical cor- 
ticosteroids, especially under occlusive dressings: 
burning sensations, itching, irritation, dryness, 
folliculitis, hypertrichosis, acneform eruptions, 
hypopigmentation, perioral dermatitis, allergic con- 
tact dermatitis, maceration of the skin, secondary 
infection, skin atrophy, striae, and miliaria. 

For full prescribing information, consult package 
insert. 


HOW SUPPLIED: In 15 g, 30 g, and 60 g tubes. 


SQUIBB 


©1980 E.R. Squibb & Sons, Inc. 350-552 Issued: Sept. 1980 
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Announcing the. . . 
AMA FOURTH 
NATIONAL 
CONFERENCE 

ON THE IMPAIRED 
PHYSICIAN 
Oct.30-Nov.1,1980 
Baltimore 





Co-Sponsored by the Medical and 
Chirurgical Faculty of Maryland 


Of particular interest to: 


* medical society, hospital and 
licensing board personnel 

* impaired physicians and their 

families 

recovered physicians 

residents 

medical students 

medical school faculty members 

those who treat impaired 

physicians 


The conference will provide a forum 
for in-depth discussion and inter- 
change of experience on all facets of 
physician impairment and well-being, 
including successful techniques of 
prevention, diagnosis, treatment and 
rehabilitation. 


Department of Mental Health 
American Medical Association 
535 N. Dearborn Street 
Chicago, IL 60610 


Please send me complete details on the 
Fourth National Conference on the, Im- 
paired Physician, October 30 - November 
1, 1980, Baltimore, Maryland 

Please print 


Name : x 





Address 





City 
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‘Short Reports 


SuonT Reports usually concern a single case report. Text must be typewrit- 
ten, double-spaced, with not more than six references, and should not 
exceed 600 words. If tables or figures are elements of the manuscript, 
please limit text length to 400 words with a total of either three figures or 
tables, or a combination of both. Tables must not exceed 12 lines in depth, 
including the title. For manuscripts containing either one figure and one 
table, or two figures or two tables, maximum text length is 500 words. 
Manuscripts with text only may contain up to 600 words. The usual 
synopsis-abstract should be omitted. For other details, including copyright 


se 


procedure, see “Instructions for Authors.” 


Cobalt Radiation-Induced Comedones 


Joseph F. Walter, MD 


adiation-induced acneform lesions 

have been described after both 
radiation” and cobalt** therapy. This 
is a report of multiple comedo forma- 
tion on the forehead and scalp of a 
patient who received cobalt therapy 
for a brain tumor. 


Report of a Case 


A 61-year-old man's condition was diag- 
nosed as a tumor in the right side of the 
middle of the brain in January 1978. 
Although no tissue diagnosis was made, 
findings on brain scan suggested that the 
tumor was a low-grade glioblastoma. The 
patient had been receiving 100 mg of phe- 
nytoin sodium every 12 hours and 150 mg 
of phenobarbital at bedtime during the 
previous three years for a focal seizure 
disorder. During a ten-week interval, dur- 
ing August and September 1978, he was 
given 30 radiation treatments to the head 
with cobalt 60 (6 meV) through opposing 
bilateral portals with a field size of 10 x 16 
em. The treatment site included the fore- 
head and scalp, with the inferior margin 
extending through the upper half of the 
ears to the nuchal region. Before initiation 
of treatment, no skin abnormalities were 
noted on the scalp or face. The patient had 
abyndant scalp hair, with only a moderate 
degree of frontal male-pattern alopecia. 


From the Division of Dermatology, University 


of California School of Medicine, San Diego. 
Reprint requests to Division of Dermatology, 

University of California Medical Center, 225 

Diekinson St, San Diego, CA 92103 (Dr Walter). 
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One month after completing radiation 
therapy, the patient was found to have 
pigmentation and thickening of the skin in 
the area of radiation but no acneform 
lesions. Four months later, he had alopecia 
with multiple open comedones on the 
entire scalp and on the forehead confined 
to the area where he had received radiation 
therapy (Figure). In some areas the come- 


dones were grouped to form small plaques. 
No pustules or papules were noted. 

The patient was instructed to use a 
nonmedicated abrasive sponge with soap 
and water on the affected areas. Follow-up 
examination nine months later showed 
approximately 80% clearing, with only a 
few comedones remaining over the fore- 
head. No hair regrowth was noted. 


Multiple open comedones of forehead and scalp occurring after cobalt radiation 
therapy. 
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i .omment . : 
The cobalt 60 gamma radiation giv- 
en to this patient has a 70% incident 
dose at the skin surface, with a radio- 
active dose maximal 5.mm below the: 
skin surface. Engels et alt speculated 
that this differential effect. on the 
pilosebaceous apparatus may lead to 
caked keratin debris being pushed 
























mechanism of this effect is obscure. 
Stein et aP reported one case. of an 


closed. comedones. and follicular cysts 
occurring after cobalt irradiation. 
They postulated that the gamma radi- 
ation initiated chronic follicular in- 
flammation and follicular hyperkera- 


he development of verrucae in re- 
nal transplant. patients’ is not 
uncommon.'*. Accumulated evidence 
< indicates that the risks of cancer, par- - 
| ticularly squamous. cell carcinoma and. 


recipients of renal transplants. 45 
"he development. of ‘carcinoma. in 
zal transplant. patients who. are 
eiving immunosuppressive’ therapy 
y be attributed to loss of "immune 
surveillance,” oncogenic effect of the 


ags, or the potentiation of oncogen- 
ie viruses such:as herpes simplex, oro 


human papilloma virus. 

We present here.a-case of a seni 
allograft recipient in: whom a verru- 
cous carcinoma, thought possibly. to. 
have arisen from a wart, subsequently 
developed. 





From the Division of Dermatology, University of 
Louisville (Ky) School of Medicine. 
Reprint requests to the Division of Dermatolo- 
gy, University of Louisville School of Medicine, 
:/823 E Chestnut St, Louisville, KY 40202 (Dr 
Callen), 
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acheform eruption: with open and 


reticulum cell sarcoma, are increased 
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reported two. “cases: cof acneform 


lesions after cobalt irradiation. They _ 

found horn plugs in the hair follicle. ^ 
ostia on skin biopsy. Only remnantsof |^" 

_ the © pilosebaceous 
^ mained, and these were. engulfed by 
: foreign-body: giant cells. These au- 

into a narrowed duct opening weeks to. — 
months after irradiation. The patho- 


thors. believed that the pilosebaceous 


remnants act as foreign bodies, lead- 
ing to an inflammatory reaction that 
clinically appears acneform. In our 
patient, no pustular or papular lesions - 
were seen. This finding in association ^ 


with permanent hair loss suggests 


that there is total destruction of the 
pilosebaceous apparatus with survival 


of only thé upper follieular duct. Kera- 


Verrucous Carcinoma i ina Renal Transplant Patient | 
. After Long-term. Immunosuppression 


‘James E, Turner, PhD, MD; Steven J. Hodge, MD; J effrey P. Callen, MD 


Report of a Case 


A 28-year-old woman. had had a renal 
transplant. from her. mother 15 years 
before admission and had been maintained 


ona regimen of 150 mg/day of azathio- 
prine. (Imuran) and 25 mg of prednisone. 

‘every other day. The patient's. condition 
- had been complicated for the past eight 


years by multiple warts on her hands, 


“arms, and legs. These warts had. been 
*keratolytie < 
agents, and electrodesiccation and curet- 


treated with: cryotherapy, 


tage. These treatments had been invariably 


followed by. recurrence of more warts. © 
"The patient was admitted to the hospital 

< because of a large, tender, erythematous. 

-cutaneous lesion on the left leg that had - 

enlarged over several months. She denied a 

history of local trauma and had had little. 


sun exposure. She could not ‘report its 


progression precisely but thought that it 
had started. as a wart. Her medical. history uie 


included chronic renal failure before trans- 


plant surgery, a cesarean section in 1972, 5 


and admission to a psychiatrie hos 
1977. = 

Physical. examination. indicated a 
2x 3.5 x 0.6-cm, hard, verrucous lesion 






with a white-to-gray, soft, crusted surface. a 


apparatus res 


remaining follicular’ 
stia would lead to the multiple 


plaques of. comedones seen in our 
. patient. 
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just medial to the left anterior tibia (Fig 1). 
There were also multiple 5- to 10-mm warts 
on the hands, arms, and legs. There was a 
Lem left thyroid ‘nodule. known io have - 
been present for three years. The remain- 
der of the physical. examination , results 
were within normal limits. © 
The WBC count was 13 900 « cu mm, with 











“12% neutrophils, 17% lymphocytes, 9% mon- 


ocytes, 2% eosinophils, and no basophils. 


The hemoglobin level was 11.2 g/dL, witha «7 


hematocrit reading of 35.5% and a. total 


“RBC count of 3.29. million/eu mm. The 
“ BUN level was 42.mg/dL (normal, 8 to 25 


mg/dL); serum creatine clearance was 2.6 


-mg/dL (normal, 0.7 to 1. mg/dL); and uri- 
‘ary creatinine clearance was 2.7 mL/min. 
The 8 AM serum. cortisol level was 114 

ug/dL (normal, 2 to 10 upg/dL)eand a 1 PM 


cortisol level was 45 mg/dl (normal, 7 ta 25 
ug/dL).-. The intravenous . pyelogram’ 
showed decreased concentrating ability, 


slightly worse than that noted three years 
‘before,’ 


"Phe following: laboratory’ ‘studies were 
either normal or negative: prothrombin 


| time; partial thromboplastin time, bleeding 
< time, clotting. time, routine urinalysis, 
VDRL, skin tests to histoplasmin and Blas- 








Fig 1.—Verrucous keratotic lesion on low- 
er part of leg. 


tomyces, culture of leg lesion for deep 
fungus, 12-factor automated chemical anal- 
ysis, chest roentgenogram, and renal flow 
study and scan. 

Under general anesthesia, the verrucous 
lesion of the left leg was excised, and a skin 
graft from the thigh was transplanted. The 
postoperative course was complicated by a 
Staphylococcus infection of the skin graft. 
After debridement on the sixth postopera- 
tive day and after a short course of diclox- 
acillin sodium, a second skin graft was 
successfully planted. 

The patient was subsequently seen in the 
office for removal of a l-em verrucous 
lesion of the left hand. 

The leg lesion showed extensive hyper- 
keratosis, acanthosis, and papillomatosis of 
the epidermis, with irregular masses of 
epithelial nests that appeared to prolifer- 
ate downward and invade the dermis (Fig 
2). There was a variation in size and shape 
of nuclei and hyperchromatism. Scattered 
individual cells showed premature keratin- 
ization. The hand lesion showed a transi- 
tion from wart (Fig 3) to histologic changes 
consistent with squamous cell carcinoma. 

Portions of the verrucous carcinoma of 
the left leg, examined by electron micros- 
copy, failed to indicate virus particles. 


COMMENT 


The increased incidence of skin 
lesions in immunosuppressed renal 
transplant patients is well known. 
There is an increase in viral infections 
(eg, verruca vulgaris, condyloma 
acuminatum, herpes simplex, and 
herpes zoster), as well as malignant 
neoplasms in renal transplant pa- 
tients who have received azathioprine 
and prednisone. Immunosuppressive 
therapy may impair immunologic sur- 
veillance functions against mutagenic 
cefls and potential oncogenic viruses. 
However, few cases of cutaneous 
squamous cell carcinomas have been 
reported to arise at sites of previous 
herpetic’ infections or preexisting 
warts. 

In a survey of 120 renal transplant 
patients receiving long-term immuno- 
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atypical cells (hematoxylin-eosin, x 100). 


> 23g PO EES "1 t. pis us Ny 
Fig 2.—Section through lower dermis shows invasion of squamous epithelial nests with 





Fig 3.—Section of excisional biopsy specimen from verrucous lesion of hand, showing 
transition from wart (left) to atypical features. 


suppressive therapy, Zimmerman and 
Esch’ found 43% with multiple verru- 
cae, a finding that was similar to the 
43% noted by Koranda et al? and the 
42% reported by Spencer and Ander- 
sen? These authors all noted an 
increase in the number of warts as 
time while receiving therapy in- 
creased, suggesting activation of a 
latent virus rather than a primary 
infection. 

The vast majority of increased skin 
cancers in renal transplant patients 





has been reported from transplant 
centers where solar exposure is 
greater than in the northern part of 
the United States. Walder et al 
reported a 14% incidence of squamous 
cell carcinoma in 51 patients in Aus- 
tralia, and Koranda et al* reported 
that cutaneous squamous cell carcino- 
ma developed in 3.5% of 200 graft 
recipients in Denver. In contrast, Zim- 
merman and Esch' found a 1% inci- 
dence of squamous cell carcinoma in 
Wisconsin, and Hoxtell et al* reported 
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that skin cancer developed in 1.4% of 
495 renal allograft recipients in Min- 
nesota. 

The relationship of the carcinoma to 
a possible preexisting wart in our 
patient is uncertain, and no viral par- 
ticles were seen. 

While warts are not thought to pre- 
dispose patients to squamous cell car- 
cinoma, it is conceivable that warts in 
the immunosuppressed patient, as in 
patients with epidermodysplasia ver- 
ruciformis, may increase the pa- 
tient’s risk of the squamous cell carci- 
noma developing.’ The virus of epider- 
modysplasia verruciformis is related 
both morphologically and antigenical- 
ly to the virus of the common human 


Pretibial Myxedema 


wart,” and squamous cell malignant 
neoplasms of virus-induced lesions of 
epidermodysplasia verruciformis have 
been reported. 
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Recurrence After Skin Grafting 


Kathleen A. Kucer, MD; Herbert A. Luscombe, MD; Young C. Kauh, MD 


Pretibial myxedema is recognized as 

a type of localized myxedema that 
usually occurs on the anterior lower 
part of the legs and is often associated 
with thyroid disease. The lesions have 
been known to occur or become worse 
after thyroid surgery or radiation. We 
present here a case of a patient who 
sought surgical intervention for his 
disease. 


Report of a Case 


A 28-year-old man’s condition was diag- 
nosed as hyperthyroidism in 1974, and he 
received subsequent iodine 131 thyroid 
ablation. Three years later, the patient 
noted single, painless, pink nodules in the 
pretibial areas of each leg. Excisional biop- 
sy specimens of the lesions were reported 
as “myxomas of the skin.” The lesions 
recurred, and the patient was referred to a 
plastic surgeon for wide excision and split- 
thickness skin grafting of both pretibial 
areas. Three months after excision and 


From the Department of Dermatology, Tho- 
mas Jefferson University, Jefferson Medical Col- 
lege, Philadelphia. 

Reprints not available. 
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grafting, there was evidence of recurrence 


of leg lesions within the graft sites. The . 


patient was then referred to our depart- 
ment of dermatology for evaluation. Phys- 
ical examination on the patient's first visit 
indicated a notable, bilateral, and symmet- 
rical exophthalmos and increased soft tis- 
sue of all fingers and toes. Both pretibial 
areas showed red-brown plaques with 
accentuation and swelling of the mesh 
grafts and induration around the graft 
margins (Fig 1). Individual violaceous nod- 
ules were noted on the dorsal surface of 
both feet. A biopsy specimen taken from 
within the graft site was consistent with 
pretibial myxedema (Fig 2). The patient 
began receiving topical fluorinated halci- 
nonide cream under occlusion at night and 
intralesional triamcinolone acetonide on a 
monthly basis with good response to local 
therapy. 


Comment 


Pretibial myxedema is caused by 
the deposition in the middle corium of 
mucin that is preponderantly hyalu- 
ronic acid. Sisson has reported that 
typical pretibial myxedema lesions 
contain six to 16 times more hyalu- 
ronic acid than unaffected skin.' 

Several theories have been proposed 
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Incidence of skin carcinoma after renal trans- e 
plantation. Arch Dermatol 113:436-438, 1977. 

5. Hoover R, Fraumeni JF: Risk of cancer in 
renal transplant recipients. Lancet 2:55-57, 
1978. 

6. Maize JC: Skin cancer in immunosuppressed 
patients. JAMA 237:1857-1858, 1977. 

7. Walder BK, Robertson MR, Jeremy D: Skin 
cancer and immunosuppression. Lancet 2:1282- 
1283, 19771. 

8. Marchal V: Premalignant and malignant 
skin tumors in immunosuppressed patients. 
Transplantation 17:272-279, 1978. 

9. Yabe Y, Sadakane H: The virus of epidermo- 
dysplasia verruciformis: Electron microscopic 
and fluorescent antibody studies. J Invest Der- 
matol 65:324-330, 1975. 

10. Jablonska S, Biezysko W, Jakubowicz K, et 
al: On the viral etiology of epidermodysplasia 
verruciformis Lewandowsky-Lutz: Electron mi- 
croscope studies. Dermatologica —137:113-125, 
1968, 


to explain the relationship between 
pretibial myxedema and thyroid dis- 
ease. Adams and Purves’ described a 
long-acting thyroid-stimulating sub- 





Fig 1.—Recurrent pretibial myxedema af- 
ter skin grafting. 


Pretibial Myxedema—Kucer et al 





Fig 2.—Stellate-shaped fibrocytes and separation of collagen by basophilic-staining 
mucin (hematoxylin-eosin, x 400). 


stance that later was shown to corre- 
late with the severity of Graves’ dis- 
ease, but no cause-and-effect relation- 
ship has been proved.’ 

Recently, Cheung et al* have stud- 
ied the activity of the fibroblasts of 
patients with pretibial myxedema. 
Their studies have shown a unique 


ability of fibroblasts from pretibial 
areas to synthesize large amounts of 
hyaluronic acid in response to serum 
samples of patients with pretibial 
myxedema, suggesting a regional 
fibroblast response to humoral fac- 
tors. 

There is only one case of surgical 


intervention in the English literature 
(Patterson? in 1958) in which the 
recurrence of pretibial myxedema in a 
patient's grafts and donor sites was 
reported. 

Our experience with this case sug- 
gests that surgical intervention is not 
curative for pretibial myxedema. In- 
tralesional triamcinolone and fluocin- 
olone acetonide under occlusion have 
proved to be effective modes of thera- 
py in many cases.^* 
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Vasculitis Associated With Hairy Cell Leukemia 


Robert I. Rudolph, MD 


Awide variety of cutaneous manifes- 

tations may accompany leukemia. 
The specific lesions of leukemia result 
from infiltration of the skin by malig- 
nant cells, or a variety of nonspecific 
cutaneous lesions (leukemids) may 
develop. Vasculitis, however, is an 
uncommon accompaniment of any leu- 
kemic state. I report here a case of 
de®p vasculitis associated with leu- 
kemic reticuloendotheliosis (hairy cell 
leukemia) in which necrotic cutaneous 
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lesions developed. To my knowledge, 
neither specific nor nonspecific skin 
lesions have been described in detail 
in this uncommon malignant neo- 
plasm. 


Report of a Case 


A 43-year-old man was found to have 
leukemic reticuloendotheliosis (hairy cell 
leukemia) in November 1975. He sought 
dermatologic evaluation in January 1976 
because of multiple painful lesions, which 
had been present for several weeks, on the 
posterior lower part of his legs. His past 
history included severe weight loss, recur- 
rent fever, pulmonary infection, and easy 
bruising, all occurring in the previous few 


months. Laboratory studies had initially 
included a hematocrit level of 19%, with a 
WBC count showing 90% lymphocytes, 
which were characterized by serrate cyto- 
plasmic borders and mild irregularities of 
the nucleus. Bone marrow examination had 
demonstrated almost total replacement of 
normal marrow by mononuclear cells with 
little cytologic atypia and no mitoses. The 
mononuclear cells in the marrow smears 
and those present in the buffy coat of the 
peripheral blood were positive for the tar- 
trate-resistant (isozyme 5) acid phospha- 
tase reaction. The patient had been receiv- 
ing no therapy of any kind for his disease 
at the time the skin lesions on the legs 
developed. 

Physical examination indicated multiple, 
round, violaceous, slightly nodose lesions 
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ponderantly in middle-aged men : 





Fig 1.—Multiple, deeply necrotic lesions on lower part of legs. 


Fig 2.—Deep dermal blood vessel showing early acute vasculitis with neutrophils in 
vessel wall and some fibrinoid deposition (hematoxylin-eosin, original magnification 


x 396). 


with purple-black central areas located on 
the lower part of the left leg. Each mea- 
sured about 4 cm in diameter. One of the 
lesions had a deep necrotic center; another 
had a pustular center. 

The clinical diagnosis was a deep vasculi- 
tis with cutaneous necrosis. During the 
next few weeks, additional painful nodose 
lesions of various sizes arose on both calves, 
and central necrotic ulcers developed on 
several of them (Fig 1). 

A deep excisional biopsy specimen was 
obtained from a nodose lesion that had 
been present for only 24 hours and showed 
no clinical necrosis. The biopsy specimen 
showed minimal involvement of the epider- 
mis and dermis down to the dermal subcu- 
taneous junction. In that area, there was a 
heavy infiltrate of lymphocytes and histio- 
cytes involving blood vessels and extend- 
ing into the surrounding fat, along with 
prominent extravasation of RBCs. The 
blood vessel walls demonstrated signs of an 
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early acute vasculitis with neutrophils 
present in the vessel walls. Some fibrinoid 
deposition was noted also (Fig 2). The 
infiltrate, found principally in the perivas- 
cular areas, consisted mainly of normal- 
appearing lymphocytes. No nuclear debris 
was noted, and no abnormal cells were 
identified in multiple sections. 

After treatment with oral prednisone 
and applications of warm compresses for 
several weeks, the lesions healed, leaving 
hyperpigmented scars. For his leukemia, 
the patient received oral oxymetholone (50 
mg/day) for approximately one year. At 
the time of this writing, he is considered to 
be in moderate remission and has experi- 
enced no recurrence of his cutaneous vascu- 
litis. 

Comment 


Leukemic reticuloendotheliosis is a 
well-recognized disease characterized 
by the following: (1) occurrence pre- 


(male to female ratio is 4:1), (2) mas- 
sive splenomegaly, (3) rare lymph 
node enlargement, (4) occasional hep- 
atomegaly, and (5) fatigue, fever, and 
frequent infections. Laboratory stud- 
ies disclosed the following findings of 
importance in the peripheral blood: a 
moderate pancytopenia, with a low 
hematocrit level (20% to 35%); a WBC 
count, often below 4,000/uL; low plate- 
let counts ranging from 50,000 to 
100,000/uL with a relative lymphocy- 
tosis; and the presence of varying 
numbers of abnormal mononuclear 
cells with hair-like cytoplasmic irregu- 
larities, eccentrically placed nuclei, 
and tartrate-resistant (isozyme 5) acid 
phosphatase activity. Bone marrow 
and lymph node biopsy specimens are 
often diagnostic for the condition, 
showing characteristic alterations in 
marrow and spleen architecture. 
Treatment often can be withheld for - 
years but, when necessary, may con- 
sist of splenectomy, chemotherapy, 
leukapheresis, and, most recently, an- 
drogen therapy.’ 

While a recent review notes that 
only 10% of patients with hairy cell 
leukemia had a "skin rash" (no details 
are given), there are no reports of 
skin lesions that are specific for hairy 
cell leukemia. Furthermore, no reports 
have appeared indicating that the 
same nonspecific manifestations seen 
in other leukemias have ever occurred 
in hairy cell leukemia (I. Katayama, 
MD, written communication, April 
1979). The morphologic characteristics 
of the lesions seen in the present case 
do not resemble the atypical pyoder- 
ma gangrenosum recently described 
in some patients with leukemia.* Vas- 
culitis is infrequently associated with 
any of the leukemie states and, except 
for this case, has apparently not been 
reported in patients with hairy cell 
leukemia. 


Margaret Gray Wood, MD, interpreted the 
biopsy results. 
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Announcing... 
An important 
new publication 
on Physician 
Well-Being! 


An invaluable guide for Residents, 
Medical Students, Faculty, Program 
Directors, Medical Society Impaired 
Physician Committees! 


Beyond Survival is the first concise 
guide on how to establish and operate 
programs for helping colleagues with 
problems and enriching professional 
and family life during the training years. 


Produced by the AMA Resident Phy- 
sician Section, Beyond Survival draws 
upon experience from self-help efforts 
around the country, and offers a range 
of examples of successful intervention 
techniques. 


Major sections are devoted to iden- 
tification, treatments, and rehabili- 
tation. procedures for cases where 
problems have already developed, and 
methods of promoting well-being and 
preventing disorders from occuring in 
later life. 


==- Order this valuable guide today! 
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start from scratch 
to relieve 
the itch 


droxyz 


TABLETS: 40 mg and 25 mg SYRUP: 40 mg per 5 ml, ethyl alcohol 0.5%v/v —— 


Proven clinically effective for pruritus 

associated with allergic conditions 

» demonstrated antihistaminic/antipruritic activity 

« rapid onset of action pr 

« prescribed more frequently by allergists and . 
dermatologists than any other antipruritic agent* 


indications: Hypersensitivity to hydroxyzine. Hydroxyzine, when ad- depressant drugs and cautioned that the effect of alcohol may be increas 
stered to the pregnant mouse, rat, and rabbit, induced fetal abnormalities | Adverse Reactions: Side effects reported are usually mild and transitory 

in the rat and mouse at doses substantially above the human therapeutic ture. Anticholinergic— Dry mouth. Central Nervous System — Drowsi 

range. Safety in human pregnancy has not been established, Until such data usually transitory and may disappear ina few days of continu 

ire available, tydroxyzine is contraindicated in early pregnancy. upon reduction of the dose. Involuntary motor activity, including rare 
arnings: Nursing Mothers —ltis.not known whether hydroxyzine is'excreted stances of tremor and convulsions. have been reported, usually with | 

in human milk. Since many drugs are so excreted, hydroxyzine should not be considerably higher than those recommended. o R 

i m Supply: Tablets, containing 10 mg, 25 mg, or 50 mg hydroxyzine hyd 


iven to nursing mothers. is 

Precautions: THE POTENTIATING ACTION OF HYDROXYZINE MUST BE CON- — ride, 100's and 500’s: Tablets containing 100 mg, 100's; Syrup containir 

SIDERED WHEN THE DRUG IS USED IN CONJUNCTION WITE CENTRAL NER- 10 mg per teaspoonful (5 ri and ethyl aleohot 85% v/v. pint Dotle. 
VOL TESE SAND BARBITURATES. Therefore, when central i nervous system Before prescribing or administering, see package circular. 

sressants are administered concomitantly with hydroxyzine, their dosage 
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This antifungal proved itself 
against tough tropical 
infections. 
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the calendar, too. 


. In follow-up studies of hundreds of 
patients for up to 4 weeks after completion 
of therapy, an average of 9296 remained 
clinically and mycologically clear. 


Dateline: Puerto Rico 

Even under the rigorous and 
adverse conditions of a hot, humid 
climate, MICATIN (miconazole 
nitrate) 296 cleared tinea pedis in 9096 
of 100 patients in a double-blind, 
placebo-controlled study.’ 

Pruritus was relieved rapidly — 
for many of the patients, within the 
first 24 hours of therapy. 

Four weeks after the end of 
therapy, the patients who were 
cleared were reevaluated for clinical 
Fe mycological signs of recurrence. 

9396 were still infection free. No 

adverse effects of the drug were 

noted. 


Dateline: Thailand 
The efficacy of MICATIN 
was further demonstrated in a 
randomized, double-blind 
study ^ of 140 patients with 
tinea corporis or tinea cruris. 
Again, MICATIN was 
remarkably successful: 8196 
i. of the patients responded 
to therapy. No adverse 
effects were reported. 








So effective the first time around, 
it's seldom needed a second. 





Dateline: U.S.A. 


In well-controlled, double-blind 
studies? of over 200 patients with 
tinea pedis, * tinea corporis, * tinea 
cruris, * candidiasis and tinea 
versicolor, MICATIN (miconazole 
nitrate) 296 provided mycological 
clearance (KOH and culture) in 8396 
and clinical clearance or improve- 
ment in over 9096 of patients. 

When the patients who were 
successfully treated and available for 
follow-up were evaluated two to four 
weeks later, 92% remained clinically - 
and mycologically clear. 

This record of MICATIN — 
Puerto Rico, Thailand and in the 
U.S. — is proof of its usefulness in a 
wide variety of fungal infections. But 
there are more reasons than efficacy 
to prescribe it in your practice. 

, Symptomatic relief is rapid — usually 
within 72 hours. Side effects are 
few and isolated. And MICATIN is 

economical — its prescription 
price is usually lower than that 
of other Rx antifungals. 
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( miconazole 


nitrate] 2^. 


Before prescribing, please con- 
sult complete product Informa- 
tlon, a summary of which 
follows: 

Indications: For topical application 
in the treatment of tinea pedis [ath- 
lete's foot), tinea cruris, and tinea 
corporis caused by Trichophyton 
rubrum, Trichophyton men- 
tagrophytes, and Epidermophyton 
floccosum, in the treatment of cuta- 
neous candidiasis (moniliasis), and 
in the treatment of tinea versicolor. 
Contralndications: MICATIN 
Cream and Lotion 296 have no 
known contraindications. 
Precautlons: If a reaction suggest- 
ing sensitivity or chemical irritation 
should occur, use of the medication 
should be discontinued. 

For external use only. Avoid intro- 
duction of MICATIN Cream and - 
Lotion 296 into the eyes. 

Adverse Reactlons: There have 
been isolated reports of irritation, 
burning, and maceration associated 
with application of MICATIN. 

How Supplied: MICATIN Cream 
296 containing miconazole nitrate at 
2% strength is supplied in 1 oz., 15 
g., and 3 oz. tubes. MICATIN Lotion 
296 containing miconazole nitrate at 
296 strength is supplied in poly- 
ethylene squeeze bottles in quan- 
tities of 12 and 30 ml. 


References: 1. Ortiz LG, Papa CM: 
Clin. Therap. 1 (No. 6):444, 1978. 

2. Sivayathorn A, Piamphongsant T: 
Mykosen 22:21, Nov., 1978. 3. Data 
on file, Dermatological Division, 
Ortho Pharmaceutical Corporation. 
T. corporis, t. cruris, and candidiasis 
should be treated b.i.d. for 2 weeks, 
t. versicolor once daily for 2 weeks, 
and t. pedis b.i.d. for one month. 


*When infecting organisms 
are Trichophyton rubrum. 
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E. Clearly as effective. 


A 50 patient, double-blind study! 
: showed that CLEAR BY DESIGN™ 
E significantly reduced the number 
of papules, pustules, and total 
lesions. What's more, there was 


p no significant difference in rate 
EU of acne lesion reduction between 
a CLEAR BY DESIGN and 10% 












below). 
'Herbert Laboratories Technical Report #57. 
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prove comparable efficacy with 
less irritation than 10% benzoyl peroxide. 





Clearly less irritating. 


The same study revealed that 
there was significantly less 





erythema, peeling, burning and. 
itching with CLEAR BY DESIGN 
than with 1096 benzoyl peroxide. 
Your patients will use CLEAR BY 
DESIGN because it's gentler on 
their faces. 





Percent reduction of lesions. 
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100% 








Time 2 4 6 8 
(weeks) 
' *Data adjusted for baseline differences 


Time 2 4 6 
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*Data adjusted for baseline differences 








RRS MN E NY Aled De ek a oak Oa I UU NEQUNISRGSSETUE m 


— Clearh reduces qe: 


| — WI IOVWI I SU e 













a 
E 
| 












































Severity and incidence of drug-related side effectst Clearly less sensitizing. à 


CLEAR BY DESIGN 10% benzoyl peroxide The results of a modified repeated 2| 
insult test with 60 patients? A 
Burning/Itching (%) showed that CLEAR BY DESIGN™ : 

is less allergenic than a 1096 i 
benzoyl peroxide preparation. A 
Nine subjects out of 30 (30%) 1 
were sensitized to the 1096 | 
formulation. Only 2 out of 30 4 
o) were sensitized to AR 


BY DESIGN. 
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Water base designed 

for compliance. 


Specially formulated to exclude 
all potential sensitizers and irri- 
tants. Preservative-free, fragrance- 
free, and acetone-free. Plus 
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and greaseless. Not a messy 
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Description LIDEX cream 0.05% contains the active 

compound tluocinonide. Fluoctnonide; which is the 
< 2)-acetate ester of fuocinolone acetonide. has the 

chemical formula 6e, 9-difluoro-11 B. 16017, 21- 

letrahydroxypregna-l: 4-diene-3,- 20-dione. cyclic 
AG. acetal with acetone; 21-acetate, 

LIDEX cream contains fi 

FAPG' Creami.a cream b: 


“Indications Inflammatory manifestations of cortico- 
' steroid-responsive dermatoses. J 


ontraindications Topical steroids’ are’ contraindi- 


Gated in patients with a history of hypersensitivity: 


“tovany ot the components of the preparation, 


recautions If irritation develops, discontinue the 
ream. and institute appropriate therapy. ~ 


nthe presence ofan infection: institute -use of an i 


appropriate antifungal or antibacterial agent Ita 


lavorable response does not occur promptly, dis 


continue the corticosteroid cream until the infec- 
tion has been adequately controlled. 


lf extensive areas are treated or if'occlusive tech. 


ique is used, there will be increased systemic 
bsorption of the corticosteroid and suitable pre- 
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contact dermatitis, maceration of. 
y intection, skin atrophy, striae, mili 
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RAPIDLY RELIEVES 
PRURITUS AND 
ERYTHEMA 

IN ATOPIC DERMATITIS" 


of patients experienced a reduction 
in pruritus. 


of patients experienced a reduction 
in erythema. 


Comparison of the mean vasoconstriction scores of Westcort 
Cream and 7 marketed corticosteroid cream formulations 


MEAN VASOCONSTRICTION SCORE 


LIDEX® 0.05% 


WESTCORT * 0.2% 


DIPROSONE® 0.05% 


2.14 


KENALOG? 0.196 


VALISONE® 0.1% 0.97 


TRIDESILON® 0.05% Study Protocol: Equal amounts 
of four products were applied 
to sites on each forearm. Vaso- 
constriction was graded on a 
0—3 point scale, with 3+ sig- 
nifying the greatest degree of 
blanchina.* 


SYNALAR® 0.02596 


ARISTOCORT * 0.196 0.17 
NOTE: Many investigators believe 
vasoconstrictor activity indicates n= 
potential clinical efficacy, n= 
although no direct correlation 

has been proven. 


Effective, Elegant, Economical 
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BRIEF SUMMARY FOR WESTCORT" 
(HYDROCORTISONE VALERATE) CREAM, 0.2% 


Indications: Westcort Cream is intended for the 
relief of the inflammatory manifestations of 
corticosteroid-responsive dermatoses. 


Contraindications: In those patients with a history 
of hypersensitivity to any of the components (see 
ingredients). 


Precautions: If irritation develops, discontinu@and 
institute appropriate therapy. Use appropriate 
antifungal or antibacterial agent with infections. 
Discontinue use if infection persists. With. large 
areas or occlusion use suitable precaution for sys- 
temic effects due to absorption. Safe use in preg- 
nancy has not been established, Exposure of 
gestating animals to topical corticosteroids has 
been associated with fetal abnormalities. 


Adverse Reactions (for topical steroids; especially 
with occlusion); Burning, itching, irritation, dryness, 
folliculitis, hypertrichosis, acneiform eruptions, 
hypopigmentation, perioral derr@ptitis, allergic 
contact dermatitis, maceration of «Min, secondary 
infection, skin atrophy, striae, mili 


Ingredients: Hydrocortisone Valera 
petrolatum, stearyl alcohol, propyl 
photeric-9, carbomer-940, sodiu 
sodiurn lauryl sulfate, sorbic acid, w 


How Supplied: Westcort (hydrocorti 

Cream, 0.2%, is supplied in 15 g., NUP: 
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Mental Depression Secondary to 
Fluorouracil Therapy for Actinic 
Keratoses 


To the Editor.-1 have had extensive 
experience with the use of fluorouracil 
(Efudex) cream in treating actinic 
keratoses during the last eight years. 
I have observed that approximately 25 
of every 100 patients treated will have 
a mild-to-moderate mental depression 
occurring at the peak of the irritative 
response. This reaction is slightly 
more common in women. Affected 
patients usually have extreme fatigue 
and lethargy that lasts five to seven 
days. Some of these patients will com- 
plain of easy irritability, short temp- 
er, and excessive crying. 

When use of the fluorouracil cream 
is discontinued and signs of healing 
begin to appear, the depressive symp- 
toms rapidly clear within several 
days. 

Report of a Case.--An otherwise stable 
52-year-old woman experienced emotional 
changes while being treated with fluorou- 
racil cream. A moderate inflammatory 
reaction developed after ten days of appli- 
cation. Her diseomfort was about average. 
On the llth day of treatment, she went 
into a severe depressive crisis. The fluorou- 
racil eream therapy was discontinued on 
the 12th day. She showed severe overreac- 
tion to the pain, became totally lethargic, 
eried continually, and found no relief with 
the use of multiple analgesics given for 
systemic effect. She stated she was unable 
to tolerate any topical adrenal steroids or 
lubrieating preparations on her face for 
almost one week because of "pain and 
irritation." 

Ten days after discontinuing the use of 
fluorouracil, her face was free of crusting 
and inflammation. At the time of the clear- 
ing, she came out of her severe depression 
spontaneously during a 24-hour period. 
There were no residual aftereffects from 
the depressive episode. 


Comment.—Depression is a com- 
mon, temporary side effect noted dur- 
ing the facial treatment of actinic 
keratoses with fluorouracil. The physi- 
cian should keep this in mind when 
treating patients with this medica- 
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tion. The patient should be observed 
closely for these emotional changes. In 
most patients, all that is needed is 
positive reassurance that the mild 
depression they are experiencing is 
secondary to the inflammatory dis- 
comfort and cosmetic problems result- 
ing from the severe erythema, scaling, 
and crust formation. 

It is highly unlikely. that this reac- 
tion is related to any systemic absorp- 
tion of fluorouracil. It is most likely a 
psychological reaction that occurs, in 
my experience, in at least 25% of the 
patients undergoing treatment with 
fluorouracil. 

It is important to provide strong as- 
surance to the patient during the treat- 
ment period that the appearance of the 
skin will return to normal and that 
depression is a temporary emotional 
reaction that occurs in some patients 
undergoing this form of therapy. 

Howarp G. MirsrEIN, MD 
La Jolla, Calif 


Twenty Years of 
Griseofulvin Therapy 


To the Editor.—1 have recently seen a 
patient who has been receiving griseo- 
fulvin therapy for 20 years. He began 
taking griseofulvin in 1959 for the 
treatment of bilateral tinea pedis of 
the toe webs. He has taken the medi- 
cine almost continuously since that 
time, prescribed by numerous nonder- 
matologist physicians. There have 
been occasional lapses of a few days, 
but a return of pruritus always 
prompted him to resume treatment. 
In recent years, he has taken micro- 
size griseofulvin (250 mg/day). 

The patient was a well-nourished, 
healthy 60-year-old man. Examination 
of his feet indicated normal skin and 
nails without evidence of dermatophy- 
tosis. Potassium hydroxide wet 
mounts of scrapings of the undersur- 
face of the toe nails and of the skin of 
the toe webs were normal. A fungal 
culture was negative. Urinalysis indi- 
cated a normal color, clear appearance, 











. pH of 65, and a specific gravity of 
~ 1.001. Microscopic examination of the 


centrifuged urine sediment showed 
zero to two WBCs. No. mucous, erys- 
tals, amorphous materials, casts, 
RBCs, epithelial cells; or bacteria were 
found. Dipstick readings were normal 
for albumin, glucose, acetone, biliru- 
bin, and hemoglobin. The dipstick 
reading for urobilinogen was normal. 
The hematologie profile indicated the 
following values: WBCs, 5,000/cu mm; 
RBCs, 5,200,000/cu mm; hemoglobin, 
163 g/dL; hematocrit, 47%: and 
normal indexes. The differential cell 
count indicated 61% segmented neu- 
trophils, 34% lymphocytes, 1% mono- 
cytes, 2% eosinophils, and 2% baso- 
phils. The platelet count was ade- 
quate. An automated chemistry 
profile showed. the following normal 
values: glucose, 81 mg/dL; BUN, 14 
mg/dL; creatinine, 1.2 mg/dL; sodi- 
um, 145 mEq/L; potassium, 4.6 mEq/ 
L; carbon dioxide, 27 mEq/L; uric acid, 
6.6 mg/dL; calcium, 9.8 mg/dL; phos- 
phorus, 2.8 mg/dL; total protein, 7.0 
g/dL; albumin, 4.2 g/dL; cholesterol, 
212 mg/dL; total bilirubin, 0.4 mg/dL; 
direct. bilirubin, 0.1 mg/dL; alkaline 
phosphatase, 96 units/L; SGOT, 16 
units/L; lactic dehydrogenase, 155 
units/L; and creatine phosphokinase, 
60 units/L. The serum chloride level 
was slightly elevated (108 mEq/L). 
This patient began griseofulvin 
therapy within a few months of its 
earliest availability and may repre- 
sent the patient with the longest dura- 
tion of griseofulvin therapy. The safe- 
ty of griseofulvin“ therapy for an 
extended period of several years has 
not been established. My patient has 
suffered no identifiable ill effects 
from 20 years of almost. cóntinuous 
griseofulvin therapy. oe 
Bert J. MacKaman, MD 
Salem, Ore : 


Basal Cell Epitheliomas After 
Repeated Fluoroscopic 
Examinations of the Chest 


To the Editor.—1 was delighted to read 
in the ARCHIVES the article by Madi- 
son’ on basal cell epitheliomas after 
repeated fluoroscopic examinations of 
the chest. 

In 1967, T had published am article 
on the same subject. I described three 
patients who had multiple basal cell 
carcinomas on the back and chest 
years after many roentgenographie 
and fluoroscopic examinations of the 
lungs had been performed in patients 
who had been treated for pulmon ry 
tuberculosis.” Since the publicatiog of 
my article, I have seen at least five 
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such additional cases. 

The important finding is the occur- 
rence of basal cell carcinomas after 
many diagnostic roentgenographic 
and fluoroscopic examinations despite 
the absence of clinical evidence of 
chronic radiodermatitis. 

ISRAEL ZELIGMAN, MD 
Baltimore 


l. Madison JF: Basal cell epitheliomas after 
repeated fluoroscopie examinations of the chest. 
Arch Dermatol 116:323-324, 1980. 

2. Zeligman I: Superficial epitheliomatosis 
occurring many years after multiple diagnostic 
x-ray exposures. Cutis 3:251-255, 1967. 


Plasma Exchange Therapy in 
Lucio's Phenomenon 


To the Editor.—The article by Pursley 
et al' about Lucio's phenomenon 
prompts us to report a similar case 
and to stress the benefits of plasma 
exchange in the management of 
severe type 2 reactional states in 
leprosy. 


Report of a Case.—A 76-year-old man 
who had just returned from Vietnam was 
referred to us because of poor general 
health and the recent appearance of ery- 
thematous skin nodules. Clinical examina- 
tion revealed findings suggestive of lepro- 
matous leprosy. A skin biopsy specimen 
showed a diffuse infiltration of the dermis, 
comprising many foamy histiocytes and 
few lymphocytes. Numerous acid-fast ba- 
cilli were present. The lepromin test result 
was negative. 

The patient was given 600 mg/day of 
rifampin and 25 mg/day of dapsone. Dap- 
sone therapy was subsequently increased 
to 100 mg/day. Despite treatment, new 
erops of nodules appeared, spreading to 
involve the entire skin surface. Many of 
these lesions ulcerated (Figure). None of 








the lesions resembled erythema nodosum 
leprosum. There was no arthritis, renal 
involvement, or acute neuritis. There was 
no fever or leukocytosis. The histopatho- 
logic pattern in the skin was unchanged 
and there was no evidence of leukocytoclas- 
tie vasculitis. Acid-fast bacilli were still 
numerous in the lesions. Thus the diagnosis 
of Lucio's phenomenon was considered, 
although the patient had nodular, instead 
of diffuse, nonnodular, leprosy. 

Further tests gave some evidence of 
immune complex disease. Total hemolytic 
complement level was reduced to 0 (C4, 0%; 
C3, 75%; C2, 37%; C1, 62%; and factor B, 89% 
of normal values). Circulating immune 
complexes were detected by the polyethyl- 
ene-glycol precipitation technique. Direct 
cutaneous immunofluorescence microscopy 
showed deposits of C3 and fibrin in the 
walls of superficial dermal vessels. 

Antireactional treatment was undertak- 
en but clofazimine (100 mg/day) and thali- 
domide (300 mg/day) failed to produce 
improvement, and the patient's general 
condition continued to deteriorate. Four 
plasma exchanges were then performed 
over a 20-day period, each removing 5 L of 
the patient's plasma, which was replaced 
by fresh-frozen plasma. 

A dramatic clinical improvement fol- 
lowed the plasma exchanges. The ulcera- 
tions healed rapidly, and the nodules flat- 
tened, leaving atropic, pigmented scars. 
The complement level rose and circulating 
immune complexes were no longer detect- 
able. 

Nine months later, there was no clinical 
relapse, although the hemolytic comple- 
ment level had fallen again to 0 and circu- 
lating immune complexes had reappeared. 

Comment.—Plasma exchange thera- 
py has proved useful for disease states 
characterized by circulating immune 
complexes, such as systemic lupus ery- 
thematosus. The type 2 reaction in 
leprosy is also believed to be an 
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immune complex disease. Included in 
this group, too, are erythema nodosum 
leprosum and Lucio's phenomenon.? 
We believe that plasma exchanges, 

where possible, should be performed 
in patients with severe type 2 reac- 
tions if conventional antireactional 
drugs fail to produce improvement. In 
the two cases we studied, a small 
number of plasma exchanges induced 
a long-term suppressive effect on the 
reactional manifestations of leproma- 
tous leprosy. 

DANIEL WALLACH, MD 

FRANCOIS COTTENOT, MD 

ANNE BUSSEL, MD 

ANDRE PALANGIE, MD 

JEAN PENNEC, MD 

Paris 


Nonproprietary Name and 
Trademarks of Drug 


Rifampin—fifadin, Rimactane. 


1. Pursley TV, Jacobson RR, Apisarnthanarax 
P: Lucio’s phenomenon. Arch Dermatol 116:201- 
204, 1980. : 

2. Verrier Jones J, Bucknall RC, Cumming 
RH, et al: Plasmapheresis in the management of 
acute systemic lupus erythematosus? Lancet 
1:709-711, 1976. 

3. Quismorio FP Jr, Rea T, Chandor S, et al: 
Lucio's phenomenon: An immune complex depo- 
sition syndrome in lepromatous leprosy. Clin 
Immunol Immunopathol 9:184-193, 1978. 

4. Bourgeois-Droin C, Sansonetti P, Bussel A, 
et al: Nécroses cutanées étendues au cours d'une 
lépre lépromateuse en poussée réactionnelle: 
Effet remarquable des échanges plasmatiques. 
Nouv Presse Med 8:2357-2358, 1979. 


Treatment of Psoriasis With 
Daunorubicin and Cytarabine 


To the Editor.—A 66-year-old woman 
was admitted to the hospital because 
of acute myelomonocytic leukemia. 
Her past history indicated that she 
had had chronic psoriasis that often 
underwent exacerbations. Traditional 
treatment given was not satisfacto- 
ry. 
On admission, she had extensive 
psoriatic lesions on her buttocks, 
knees, and elbows, with additional iso- 
lated lesions on her abdomen and 
chest. Aggressive treatment of leu- 
kemia was begun with 100 mg/sq m/ 
day of intravenous (IV) cytarabine 
given continuously for seven days and 
40 mg/sq m of IV daunorubicin 
hydrochloride for three consecutive 
days. There was a dramatic improve- 
ment in her psoriasis, and the psoriat- 
ic lesions virtually healed. 

After the induction treatment, she 
also had a complete hematologic re- 
mission. The hematologic remission is 
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currently maintained by a schedule of 
monthly five-day treatments with 
2 X 100 mg/sq m/day of IV cytara- 
bine, 10 mg/sq m/day of IV daunoru- 
bicin hydrochloride, and 2 x 100 mg/ 
sq m/day of oral thioguanine. 
After eight months, she has re- 
mained perfectly well. 
Davip Konn, MD 
EDITH FLATAU, MD 
OMAR DAHER, MD 
FELA ZUCKERMAN, MD 
Afula, Israel 


Nonproprietary Name and Trademark 
of Drug 


Daunorubicin hydrochloride— Cerubidine. 


Piebaldness With 
Hirschsprung's Disease 


To the Editor.—Piebaldness is a genet- 
ically determined disorder of pigmen- 
tation that may be associated with 
other neurological disorders. We ob- 
served a patient with piebaldness 
associated with Hirschsprung's dis- 
ease. Such an association has not been 
reported earlier, to the best of our 
knowledge. 


Report of a Case.—The patient, a 4- 
month-old boy, was the fourth child in a 
nonconsanguineous marriage. Clinieal and 
radiologieal evidence of Hirschsprung's 
disease was demonstrated at the age of 2 
months. Family history indicated that the 
eldest brother of the patient had a white 
forelock, hypopigmented patches on the 
face, and Hirschsprung’s disease, which 
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Fig 1.—White forelock with depigmented 
patches on upper part of forearm and 
lower part of arm, with island of normal 
pigmentation. 
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Fig. 2.—Spastic descending colon, sig- 
moid colon, and rectum, with proximally 
distended colon, are visible on barium 
enema examination. 


had been surgically corrected. The father 
of the child had a white forelock also. 
Physical examination of our patient 
showed a white forelock, patches of depig- 
mentation over the upper third of the 
forearms and the lower part of the arms, 
diffuse hypopigmentation on the abdomen 
and the chest (Fig 1), and heterochromia of 
the iris. The remainder of the results of the 
physieal examination were normal. Find- 
ings from routine hematological and urine 
examinations were normal. A histopatho- 
logical examination of the depigmented 
area indicated no pigmentation. A long, 
spastie, distal segment involving the rec- 
tum, the sigmoid colon, and the descending 
colon and a proximally distended colon (Fig 
2) were evident after barium enema exam- 
ination. 


Comment.—Piebaldness is a geneti- 
cally determined disorder of pigmen- 
tation, characterized by areas of 
depigmentation present from birth. 
The depigmented areas have a predi- 
lection for the ventral body surface 
and are usually associated with a 
white forelock. The absence of pig- 
mentation is because of the absence of 
melanocytes in the area. Various neu- 
rological defects such as neurosensory 
hearing loss (Waardenburg's syn- 
drome), cerebellar ataxia, and mental 
retardation have been reported in 
association with piebaldness. The 
association of Hirschsprung's disease 
with piebaldness, as found in our case, 
has not been reported earlier as far as 
we know. Such associations can per- 
haps be explained on embryological 
grounds. Neural crest cells give rise to 
dorsal root ganglion cells, melano- 
cytes, adrenal medullary cells, auton- 
omic ganglion cells of the trunk, and 
collateral and intravisceral ganglia. In 
the formation of these structures, the 
neural crest cells take a long em- 
bryonic voyage to reach their target 
organs. Defective embryonic migra- 
tion of the neural crest cells and their 
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failure to reach the skin and the colon ' 
probably give rise to the absence of 
melanocytes on the one hand and the 
absence of ganglion cells on the 
other. 

A. MAHAKRISHNAN, MD, 

DD, MNAMS 
M. S. Srinivasan, MS 
Tamil Nadu, India 


1. Reed WB, Stone VM, Boder E, et al: Pig- 
mentary disorders in association with congenital 
deafness. Arch Dermatol 95:176-186, 1967. 

2. Telfer MA, Sugar M, Jaeger EA, et al: 
Dominant piebald trait (white forelock and leu- 
koderma) with neurological impairment. Am J 
Hum Genet 23:383-389, 1971. 


Cutis Marmorata Telangiectatica 
Congenita or Neonatal Lupus 


To the Editor.—The older dermatology 
literature is filled with many clinical 
Syndromes, the manifestations of 
which have been astutely observed 
and carefully recorded, but the specif- 
ic cause of which is completely un- 
known. We believe we may have shed 
some light on a possible cause of one 
of these entities. 

In October 1978, an infant came to 
the Indiana University Special Clinic, 
Indianapolis, for diagnosis of a rash 
present since birth. The infant was 
the product of an uncomplicated 36- 
week gestation and normal vaginal 
delivery. The mother had taken no 
medications during the pregnancy, 
with the exception of Iberet Filmtab 
vitamins, and had had no illnesses. 
The infant weighed 2.48 kg at birth. 
When the child was8 weeks old, the 
skin lesions were still present but had 
started to fade somewhat. A local der- 
matologist was consulted who subse- 
quently brought the patient and the 
mother to a dermatology conference 
where they were examined. 

The patient was a 3-month-old girl 
with multiple erythematous, atrophic 
patches on the face and scalp. Many of 
these patches were confluent and 
arranged in a linear configuration, 
overlying large, tortuous vessels in the 
scalp. Telangiectasia was noted with- 
in the atrophic lesions and on the 
surrounding skin of the face and 
scalp. 

The senior dermatologists of the 
examining physicians concurred on a 
diagnosis of cutis marmorata telap- 
giectatica congenita. This uncommon 
condition is characterized by the con- 
genital presence of persistent cutis 
marmorata, which  evolves into 
atrophie striae, phlebectasia, telan- 
giectasia, occasional uleerations, and 
steady improvement from birth.'KThe 
infant fulfilled all of the clinical cfite- 
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Fig. 1.—Infant, aged 6 weeks, with atrophic 
striae on face and scalp and cutis marmo- 
rata pattern on face. 


Fig 2.—Infant, aged 12 months. All lesions 
have resolved, leaving mildly atrophic 
Scars. 





ria with the exception of ulcerations. 
‘A younger dermatologist in the group 
suggested the possible diagnosis of 
neonatal lupus. This was considered 
unlikely because of the mother's excel- 
lent health. However, when the 
patient and the mother returned to 
their local community, the referring 
dermatologist obtained an antinuclear 
antibody result (ANA) from the moth- 
er that was positive at a titer of 
1:1,280 and showed a speckled pattern. 
Both infant and mother were ob- 
served for nine months. The infant's 
eruption gradually faded, leaving 
slightly atrophic patches. The moth- 
er’s skin remained clear, and her gen- 
eral health remained good. The moth- 
er’s ANA level reverted to negative at 
the, most recent follow-up visit. 

e suggest that both the senior 
phygician’s diagnosis and the young 
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physician's diagnosis were correct and 
that many cases of what was termed 
"eutis marmorata telangiectatica con- 
genita" in the past may be what we 
now recognize as the effects of mater- 
nal ANA transported across the pla- 
centa affecting the fetus, namely, 
neonatal lupus. 

Mary C. Greist, MD 

EDWARD PnoBsT, MD 

Indianapolis 


1. Moyer DG: Cutis marmorata telangiectatica 
congenita. Arch Dermatol 93:583-584, 1966. 


Toxic Alopecia Caused by 
Pyridostigmine Bromide 


To the Editor.—Pyridostigmine bro- 
mide (Mestinon) is an orally active 
cholinesterase inhibitor used to treat 
myasthenia gravis. Its major side 
effects are generally related to over- 
dose and are characterized by musca- 
rinic or nicotinie effects. An occasion- 
al bromide reaction has also been seen. 
However, no reported case of hair loss 
from this drug is known to me or the 
manufacturers. I report here a case of 
possible toxic hair loss from this 
drug. 


Report of a Case.—Myasthenia gravis 
developed in a 69-year-old woman in 
August 1977. Her neurologist instituted 
pyridostigmine bromide therapy on Sept 9, 
1977, gradually increasing the dosage to 
360 mg/day. Later, 40 mg/day of predni- 
sone was given starting on Nov 15, 1977. 
All treatment was discontinued for the 
next two weeks because of muscle cramps, 
fasciculations, diarrhea, and headaches. On 
Dec 18, 1977, the, patient noted a sudden, 
severe, and extensive generalized hair loss. 
Thyroid extract therapy was started 
empirically by her neurologist two days 
later, and on Jan 18, 1978, the patient came 
in my office with a striking, diffuse scalp 
alopecia. A punch biopsy specimen showed 
the hair follicles to be in anagen, catagen, 
and telogen phases. The patient declined a 
hair-pluck analysis. Hair-loss counts in- 
creased to 400/day, 900/day when the 
patient shampooed. Six weeks later, a pro- 
gressive lessening of her defluvium was 
noted. 

The patient's myasthenia gravis wors- 
ened in early 1979. Pyridostigmine bro- 
mide therapy was reinstituted, and strik- 
ing hair loss occurred five weeks later. 
Therapy with the medication was immedi- 
ately discontinued. Hair loss persisted for 
another two months until the wearing of a 
hairpiece became necessary. Hair-loss 
counts gradually lessened, and hair re- 
growth occurred three months later. 


Comment.—A communication from 
the manufacturers (J. J. Pepper, MD, 
Hoffmann-LaRoche, Ine, Nutley, NJ, 
written communication, Feb 17, 1978) 
brought a reply that alopecia areata 
had developed in one patient who had 
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been receiving pyridostigmine bro- 
mide for two years and that a "re- 
quest for information on the subject 
of alopecia with 'Mestinon' with no 
case involved" had been received. 
Diffuse hair loss is not associated 
with myasthenia gravis, and the tem- 
poral relationships fit neither the 
prednisone nor the thyroid medication 
administered. Although a diffuse, 
sudden alopecia areata was consid- 
ered, neither the clinical pieture nor 
the biopsy specimen suggested this 
diagnosis. It seems reasonable to con- 
clude that this case may represent the 
first reported instance of toxic alope- 
cia caused by pyridostigmine bro- 
mide. 
LAWRENCE M. FIELD, MD 
San Luis Obispo, Calif 


Hypertrophic Glossitis in 
Secondary Syphilis 


To the Editor.—A 22-year-old man had 
noted enlarging white plaques on his 
tongue for several months. At the 
onset, the patient had smoked 30 ciga- 
rettes daily. A chronie inner ear infec- 
tion preceded the appearance of the 
tongue lesion and was still present in 
June 1979. Drug intake included 
methamphetamine hydrochloride diet 
pills, meclizine hydrochloride, and a 
sinus tablet taken near the time of 
onset of the tongue lesions. 

On June 19, 1979, there were white 
finely papillomatous plaques present, 
including one fissure of the middle 
and posterior thirds of the tongue. 
Herpes simplex infection of the upper 
lip was also present. 

The biopsy specimen revealed the 
following: 


Definite papillomatous thickening of the 
surface epithelium of the tongue with 
extensive areas of spongiform edema and 
exocytosis covered by a layer of parakera- 
totic crust. In the parakeratotic areas, 
there are several foci suggesting Munro 
type microabscess formation. In the papil- 
lary layer of the corium there are many 
telangiectatie capillary blood vessels sur- 
rounded by edema and heavy inflammato- 
ry cell infiltrate. The infiltrate consists of a 
mixture of lymphocytes, a few histiocytes, 
and plasma cells. The findings are highly 
suggestive of a hypertrophie type of glossi- 
tis and also is very well compatible with the 
so-called geographie tongue. There is no 
histiologie evidence of adenomatosis or 
granulomatous type of inflammation. 
There are also no areas of amyloid deposi- 
tion or histiologie evidence of malignan- 
cy. 

Unexpectedly, the serologic tests 
for syphilis disclosed a reactive VDRL 
result (1:128) and a reactive microhe- 
magglutination assay for Treponema 
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Fig 1.—White hypertrophic plaques of ton- 
gue. 





Fig 2.—Perivascular infiltrate with lympho- 
cytes and plasma cells of papillary layer of 
corium (hematoxylin-eosin, x 160). 


pallidum (MH A-TP) antibodies. After 
the serologic test results were re- 
ported, Dr Amir Mehregan noted the 
following: 


The dermal infiltrate underlying the some- 
what hypertrophic surface epithelium in 
the lesion of the tongue includes a good 
number of plasma cells which may be very 
well compatible with a secondary luetic 
lesion of the tongue. The plasma cells are, 
however, not as significant in a lesion of 
buccal mucosa as when they are present in 
the skin. 

I only saw the patient once. He later 
reported that after receiving 2,400,000 
units of penicillin G benzathine intra- 
museularly, there was complete heal- 
ing of the tongue. This was confirmed 
by his physician in September 1979, 
when more penicillin G benzathine 
(2,400,000 units) was injected. The 
VDRL test result was positive (1:16) 
at that time; it was positive (1:4) on 
Dec 20, 1279. 

Exirama:ital sexuai exposures (ir- 
cluding Loui. sual exposures) were 
admitted by the patient, whose wife 
was in her fourth month of pregnancy 
in June 1979. 1 er VDRL and MHA- 
TP iet results were nonreactive. She 
was given per ‘lin therapy and sub- 
sequently deli ^red 2 healthy baby. 

LAvVID Kain, MD 
Lansing, Mich 


1. Stok: 
ern Cline 


t, :eerman H, Ing se ham NR: Mod- 
‘yp ido! oy, ed 3. Philacelphia, WB 


1i04 Arch Der:atol- «o: : 16, Oct 1980 


Saunders Co, 1945, pp 593-594, 735-736. 

2. Fiumara NJ, Grande DJ, Guinta JL: Papular 
secondary syphilis of the tongue: Report of case. 
Oral Surg 45:540-542, 1978. 


Pitted Keratolysis: A New Form of 
Treatment 


To the Editor.—Pitted keratolysis is a 
noninflammatory bacterial infection 
characterized by discrete crateriform 
pits of the stratum corneum on the 
plantar surface. The causative micro- 
organism has been shown to be a 
Corynebacterium.'? The microorga- 
nism apparently invades the upper 
two thirds of the keratin layer by 
means of its hydrolytic enzymatic 
activity. 

Environmental factors are impor- 
tant in inducing the overgrowth of 

'orynebacterium. Hyperhidrosis is al- 
most universally present in patients 
with pitted keratolysis.^' Continuous 
foot moisture during three-day milita- 
ry field trials caused pitted keratoly- 
sis to develop in 538% of 387 volun- 
teers.' Evidently, skin friction is also 
important in the pathogenesis of this 
condition, as weight-bearing plantar 
surfaces are primarily involved. 

Various medications, including oral 
erythromycin, 0.1% triamcinolone 
acetonide, iodochlorhydroxyquin-hy- 
drocortisone cream, flexible collodion, 
benzoic and salicylic acid ointment, 
and formaldehyde solution,’ have been 
used with limited success for this dis- 
ease. I am reporting here the success- 
ful use of a topical antibiotic in the 
treatment of three cases of pitted 
keratolysis. 

Report of Cases.— Three men complained 
of hyperhidrosis and odor of the feet. Topi- 
cal antifungal powders and creams in addi- 
tion to numerous topical emollients had 
been used with limited success. Examina- 
tion showed crateriform pits on the pres- 
sure areas of the; heels and balls of the feet, 
with limited plantar involvement else- 
where (Figure) No* palmar involvement 
was noted in any of the patients. Bacterial 
cultures indicated growth of normal flora 
with numerous unclassified diphtheroids, 
probably Corynebacterium. The diagnosis 
of pitted keraiolysis was made from the 
distinetive viir’val features in these pa- 
tients and the compatible bacterial culture 
rcsu:ts. 

Ail three patients wore treated with 
tropica! 1% c! ; ydrochloride solu- 
tion (660 mg dissolved in 55 mL of 70% 
isopcepy! alechol ana 5% propylene glycol) 
The solution was applied to the plantar 






surface three times daily. Within four 
v eel | the c)cieal lesions of pitted kerato- 
lysis ere no ionger present in any of the 
»atients. 


Con. ment.—C indamycin is an anti- 





Characteristic lesions of pitted keratolysis 
on ball of foot. Distinct pitting and some 
coalescence of lesions are present. 


biotic known to be bactericidal to 
diphtheroids and, therefore, to Cory- 
nebacterium. Topical clindamycin has 
been used with success in the treat- 
ment of aene vulgaris, with notable 
reduction in the Corynebacterium 
population in the comedones.*’ The 
successful treatment of pitted kerato- 
lysis with clindamycin seems to rein- 
force the idea that Corynebacterium 
plays a primary role in the pathogene- 
sis of the disease. Although the treat- 
ment response was complete in all 
three cases, more clinical studies must 
be done to confirm the efficacy of this 
form of therapy for pitted keratolysis. 
In particular, a larger series of 
patients treated in a randomized, dou- 
ble-blind controlled study with thé 
active preparation and the vehicle 
alone should be evaluated. 

CRAIG G. BURKHART, MD 

Toledo, Ohio 


l. Taplin D: Pitted keratolysis, in Demis DJ, 
Dobson RL, McGuire S (eds): Clinical Dermatolo- 
gy, ed 7. Hagerstown, Md, Harper & Row Pub- 
lishers Ine, 1979, vol 3, p 106. 

2. Tilgen W: Pitted keratolysis. J Cutan Pathol 
6:18-30, 1979. 

3. Zaias N, Taplin D, Rebell G: Pitted keratoly- 
sis. Arch Dermatol 92:151-154, 1965. " 

4. Gill KA Jr, Buckels LJ: Pitted keratolysis. 
Arch Dermatol 98:7-11, 1968. 

5. Lamberg SI: Symptomatic pitted kerato- 
lysis. Arch Dermatol 100:10-11, 1969. 

6. Stoughton RB, Resh W: Topical clindamycin 
in the control of acne vulgaris. Cutis 17:551-554,° 
1976. 

T. Resh W, Stoughton RB: Topically aprlied 
antibiotics in acne vulgaris: Clinical responsdjand 
supression of Corynebacterium acnes in pen 
comedones. Arch Dermatol 112:182-184, 19' 
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No gastrointestinal or irreversible 
adverse reactions seen in clinical trials. $. et rin asm : vn eme 


There were no irreversible adverse effects reported 
of the 1t clinical i ivestigators. DU 


ulative irritancy effect. 
specially with the use of peel ing. 
i Sive agents. 


JeSrulOOD 
PHARMACELITIC ALS-ANC 
Buffalo; New York 14213. 











Riker Laboratories, a 
Northridge, California 91324 - 


Gentle, low-pH cleansing. 


Mild, non-complicating cleansing is often the iru 
first step in the treatment of many dermatoibgic 
conditions. 


And evidence sho 
potential for skirt: 


at bo atory t sls 
avery low irritat onde | [- 


ganse: oes not interfere with 


the. action of be oy perox other topical » 


ions, nor with Pies steroid therapy. 











GENERAL INFORMATION 





This symposium has been planned for 
the exchange of ideas and concepts 
by a multidisciplined faculty in a 
unique and luxurious atmosphere of 
the 5-star Breakers Hotel. The 
course is designed for both the 
novice and experienced aesthetic 
Surgeon who desires not only to 
review the basic anatomy as it per- 
tains to cosmetic surgery, but 

also learn the latest techniques 
for eye area surgery and sculptering 
of the neck in cervical facial 
rhytidectomy 


THE FIRST DIENNIAL PALM DEACH 





NCIN 





In cooperation with 


The American Academy of Facial Plastic & Reconstructive Surgery 


April 16-19, 1981 
THE BREAKERS HOTEL 
(15 HOURS CME CREDIT} 


SUBJECTS 
Basic anatomy of the eye, nose 
face; cosmetic eye area surcery 
and complications; septorhino- 
plasty, mentoplasty, cervico- 
facial rhytidectomy, forehead 
lift; management of the neck ir 
facelifts; chemical peel, derma- 
brasions, facial toning, hair 
transplantation. 





Clip and send directly to: The Breakers Hotel 
South County Road 
April 16-19, 1981 Palm Beach, FL 33480 


P.B. Aesthetic Symposium 


Address —— 


Cty S2 f an ares Ip. 


( ) Single MAP - $110 + 4% tip & service charge 
( ) Double MAP - $120 + 4% tip & service charge 


($100 deposit required; Reservations before 
March 1, 1981) 


AESTHETIC SURGERY SYMPOSIUM - 


l Clip and send directly to: 






FACULTY 


Ferdinand J. Becker; MD. ENT 


Donald R. Cahiil, M.D.. Anatomy 
Douglas D. Pedo, MU. ENT 
Charles D. Dugan, M.D. DERM 
Pierre Guibor, MU. üPTH 
Donald J. Huttner, M.D. ENT 
John T. Murray, M.D. ENT 
Enrique Sabbagh, M.D: Plastic 
Robert Simons, M.D. ENT 


Representative, ELIZABETH ARDEN 





Palm Beach Aesthetic Surgery Symposium 
c/o Douglas D. Dedo, M.D. 

| 1515 North Flagler, Drive 
West Palm Beach, FL. 33401 





$400 --Make checks payable to: 


Address o — —  — 
| City eu 
| LC UNE RR ee Be 
Registration Fee 
| (Residents $200 with 
certification, 


Spouse Registration ~ 





————————— RR an 


Palm Beach Aesthetic 
Surgery Symposium 


























CLINICAL FACULTY POSITION 
IN DERMATOLOGY 
VETERANS ADMINISTRATION MEDICAL CENTER 
UNIVERSITY OF MICHIGAN MEDICAL SCHOOL 


The Department of Dermatology, University of Michi- 
gan Medical School is searching for a board eligible/ 
certified dermatologist for a newly established Der- 
matology Service at the Ann Arbor Veterans Admin- 
istration Medical Center. This person will divide 
his/her time between the Ann Arbor VAMA and the 
University of Michigan Medical School. A strong 
teaching-patient care inclination is necessary with a 
willingness to initiate and/or conduct clinical, 
patient-oriented, prospective research. The success- 
ful candidate will have the following responsibility: 
supervision of dermatology residents in the outpa- 
tient and inpatient services at the VA; medical 
student teaching; participation in the private prac- 
tice plan of the Department of Dermatology at the 
University of Michigan Medical School. Title and 
salary are negotiable, and the position is available 
after September, 1980. 


Address applications, including curriculum vitae, to: 


John J. Voorhees, M.D. 
Professor and Chairman 
Department of Dermatology 
University of Michigan Medical School 
Ann Arbor, Michigan 48109 


(a non-discriminatory/Affirmative Action employer) 


COLUMBIA UNIVERSITY 
COLLEGE OF PHYSICIANS & SURGEONS 


and 
ST. LUKE'S-ROOSEVELT HOSPITAL CENTER 


in association with the 
International Society for the Study of Vulvar Disease 
will present the second postgraduate course for clinicians on 


CUTANEOUS-VULVAR AND VAGINAL DISEASES 
May 14, 15, 16, 1981 


New York Academy of Medicine 
New York City 


Under the Direction of 
HAROLD M.M. TOVELL, M.D. ALEX W. YOUNG, M.D. 




























(Gynecology) (Dermatology) 


For the practicing dermatologist, gynecologist, and family practitioner. 
An interdisciplinary faculty composed of gynecologists, dermatologists, 
and pathologists will discuss the diagnosis and management of the 
common dermatoses, bacterial, parasitic and viral infections which affect 
the vulva. Sexually transmitted diseases will also be discussed. An 
in-depth review of vulvar dystrophies, premalignant, and malignant 
conditions will be presented. Pertinent diagnostic methods and specific 
therapeutic regimens will be emphasized. 


Fee: $375; residents: $175 (with a letter from departmental chairman); 
includes lunches, course syllabus and slides of selected diseases. 
Approved for 18 credit hours in Category 1 of the A.M.A.’s Physician's 
Recognition Award, 18 cognates for A.C.0.G. Fellows and 18 prescribed 
credit hours by AAF.P. For application and information contact Dr. 
Elizabeth C. Gerst, Continuing Education Center, College of Physicians 
and Surgeons of Columbia University, 630 West 168th Street, New York, 
New York 10032; telephone (212) 694-3682. 
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Alphaderm 

eS 1% hydrocortisone 
Cream 

A topical steroid cream 

without a single common 


sensitizer in the base. 


«Description: Contains hydrocortisone 1% 
-ina powder-in-cream base incorporating a 
-hypermolar solution of urea 10% (carb- 
“ amide), purified water, sorbitol, polyoxyethy- 
lene fatty glyceride, starch, white 
i petrolatum, triglycerides of saturated fatty 
“acids, isopropyl myristate, and sorbitan 
` monolaurate. The near neutral pH of the 
formulation is made possible by the stabi- 
lized delivery systerh in which urea is ab- 
sorbed by a polysaccharide powder matrix. 

Alphaderm (1% hydrocortisone) Cream is 
hypoallergenic and contains no parabens or 
lanolin. 

Action: Topical steroids are primarily effec- 
tive because of their anti-inflammatory, anti- 
pruritic and vasoconstrictive actions. 
indications: For relief of the inflammatory 
manifestations of corticosteroid-responsive 
dermatoses. 

Contraindications: Topica! steroids are 
contraindicated in those patients with a his- 
tory of hypersensitivity to any of the compo- 
nents of the preparation. 

Precautions: If irritation develops, the prod- 
uct should be discontinued and appropriate 
therapy instituted. 

In the presence of an infection, the use of 
an appropriate antifungal or antibacterial 
agent should be instituted. If a favorable 
response does not occur promptly, the corti- 
costeroid should be discontinued until the 
infection has been adequately controlled. 

if extensive areas are treated or if the 
occlusive technique is used there will be 
increased systemic absorption of the cortico- 
steroid and suitable precautions should be 
taken, particularly in children and infants. 

Although topical steroids have not been 
- reported to have an adverse effect on hu- 

¿man pregnancy, the safety of their use in 
“pregnant women has not absolutely been 
is established. tn laboratory animals, increases 
'inaneidence of fetal abnormalities have been 
associated with exposure of gestating fe- 
males’ to topical corticosteroids, in. some 
cases of rather low dosage levels. Therefore, 
«drugs of this class should not be used exten- 
oooesively on pregnant patients, in large 
` amounts, or for prolonged periods of time. 
vs v The product is not for ophthalmic use. 
». "Adverse Reactions: The following local ad- 
verse reactions have been reported with top- 
ical corticosteroids, especially under 
¿occlusive dressings: Burning, Itching, Irrita- 
“tion, Dryness, Folliculitis, Hypertrichosis, Ac- 
^pneiform eruptions, Hypopigmentation, 
Perioral dermatitis, Allergic contact derma- 
titis, Maceration of the skin, Secondary in- 
fection, Skin atrophy, Striae, Miliaria. 
Dosage and Administration: Apply à 
small quantity of Alphaderm (196 hydrocor- 
isone) Cream to affected areas twice daily. 
aw Supplied: Alphaderm (1% hydrocor- 
3e) Cream is available in: 
::0149-0705-12 tubos of 30 grams 
NO€O0149-0705-51 tubes of 100 grams 
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ANNOUNCEMENT - 
The: Department. of Dermatology, Emory 
University School of Medicine will sponsor a 
two-day course in Dermatologic Surgery in 
Atlanta, Georgia, April 10 and 11, 1981. This 
course will stress the basics of skin surgery 
with an emphasis on improvement of opera- 
tive techniques. The faculty is interdisciplina- 
ry and will discuss procedures of use to those 
interested in cutaneous: surgery. Laboratory 
pigsfoot sessions will be given each day with 
individual instruction. ; 






















The Department of Dermatology, 
Emory University, Atlanta, Georgia 
announces a one-year Fellowship 
in Chemosurgery and Dermato- 
logic Surgery beginning July 1, 
1981. Applications may be ob- 
tained by writing: 




















The faculty includes: Dr. Michael Albom 
(New York University), Dr. Richard G. Ben- 
nett, Dr, John Bostwick (Department of Plas- 

. fic Surgery, Emory. University), Dr. Roger 
Ceilley (University of 1owa), Dr. Frederick 
McConnel (Department of Otolaryngology, 
Emory University), Dr. Clinton McCord (De- 
partment of Ophthalmology, Emory Universi- 
ty), Dr. Ricardo Mora (Louisiana State Univer- 
sity), Dr. Vincent Peng, D. Samuel Stegman 

(University of California, San Francisco) and 

Dr. Hiram Sturm. 


















Dr. Richard G. Bennett 
Chief, Chemosurgery Unit 
Department of Dermatology 
Emory University Clinic 
1365 Clifton Road, N.E. 
Atlanta, Georgia 30322 






















All inquiries should be addressed to Dr. 
RichardG. Bennett, Chief, Chemosurgery 
Unit, Emory University Clinic, 1365 Clifton 
Road, N.E., Atlanta, Georgia 30322. 











NATIONAL SYMPOSIUM ON 
HAIR REPLACEMENT SURGERY 


FEBRUARY 6-8, 1981, 
LOS ANGELES, CA 





co-sponsored by: ; 


The American Academy of Facial Plastic - ee 


and Reconstructive Surgery 
and 
The American Society for Dermatologic a 
Surgery 















This seminar will be an intensive practical course includ- 
ing lectures, panel discussions, workshops & videotapes 
on ail aspects of hair replacement. 


For additional information contact: 
Richard Fleming, MD 
Toby Mayer, MD 
9730 Wilshire Blvd., Ste. 216 
Beverly Hills, CA 90212 
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tielel Laboratories, Inc. 
Coral Gables. Florida 33134 








Lactic Acid: Our Lactic Acid 
component actually.delivers twice the 
humectant activity of water itself! And 


it confers. afar. greater increase in skin. 


extensibility than water alone does.” - 
You can use LactiCare to help ~ 

prevent cracking. and fiaking, or you: 

can simply recommend it therapeuti- 


“cally, to help make dry skin soft, pliable 
and more moisture-retentive, — 














LactiCare: No other lotion for dry skir 
incorporates our unique constituents... 
for such a pronauncad T ani 
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Clinical studies clearly prove comparable efficacy with 
less irritation than 10% benzoyl peroxide. 























Clearly as effective. Clearly less irritating. 
A 50 patient, double-blind study! The same study revealed that 
showed that CLEAR BY DESIGN™ there was significantly less 
significantly reduced the number erythema, peeling, burning and 
of papules, pustules, and total itching with CLEAR BY DESIGN 
lesions. What's more, there was than with 1096 cee PON SE: 
no significant difference in rate our patients will use 
of acne lesion reduction between DESIGN because it's gentler on 
CLEAR BY DESIGN and 1096 » their faces. 

below}. 


' Herbert Laboratories Technical Report #57. 


Percent reduction of lesions. 














% Reduction 
96 Reduction 


10096 














Time 2 4 6 8 Time 2 4 6 8 
[weeks) [weeks] 


*Data adjusted for baseline differences *Data adjusted for baseline differences 
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— Clearly reduces a 














































_ Severity and incidence of drug-related side effectst — Clearly less sensitizing. 
_ CLEAR BY DESIGN™ 10% benzoyl peroxide 





The results of a modified repeated 
iln insult test with 60 patients? 
: Burning/Itching [96] showed that CLEAR BY DESIGN™ 

g is less allergenic than a 10% ü 
benzoyl peroxide preparation. de 
Nine subjects out of 50 [3096] p 
were sensitized to the 1096 Nu 
die bud 2 out of 30 . 


















BY DESIGN. 


“Herbert Laboratories Technical Report #61. 





Sensitization rate. 








CLEAR BY DESIGN 





















































Water base designed 
for compliance. 


Specially formulated to exclude 
all potential sensitizers and irri- 
tants. Preservative-free, fragrance- 
free, and acetone-free. Plus 
CLEAR BY DESIGN is colorless 
and greaseless. Not a messy 


Erythema (%} 
































No Moderate SOVSFBB: 
side effects side effects 
*After B weeks - E 
CLEAR BY DESIGN — Herbert Laboratories 


Dermatology Division of 
Low strength acne therapy clearly designed Allergan Pratt aca calo id 
for high levels of efficacy and compliance. Irvine, California 92713 " 
441 








The differences in efficacy among the various corticosteroid creams are difficult 

to assess. Getting patients to comply with the prescribed treatment schedule is 

often as critical to achieving desired results as is the potency of the active ingredient. 
For many patients, a corticosteroid cream must be cosmetically acceptable as well 

as effective. Emollient Cordran SP excels in this regard because it 
[1 leaves no visible residue 

LJ occludes without being greasy 

(3 soothes and softens irritated skin 

With Cordran SP. compliance is more likely 

because side effects are kept at a minimum 

as a result of the moderate, but nevertheless 

effective, dosage strength of its active ingredient. 

Emollient Cordran SP is available in two 

strengths — 0.05 percent and 0.025 percent — 


that effectively treat most corticosteroid- emollient. cream * 





responsive dermatoses. A 30-gm tube 
of Cordran SP is the right size for most 


patients as well as the most economical. 


f Iurandrenolide 


favors compliance 


‘adjoining column Jor summary of prescribing information. 








ra 


^ 
i 





* Cordran® SP 
flurandrenolide 


Brief Summary. Consult the package 
literature for prescribing information. 


Description: Cordran is a potent cortico- 
~~ steroid intended for topical use. 
ooo Eachgmrof Cream Cordran SP contains 
::::0.5 mg (0.05 percent) or 0.25 mg (0.025 
percent) flurandrenolide in an emulsified 
base composed of stearic acid, cetyl 
alcohol, mineral oil, polyoxy! 40 stearate, 
‘propylene glycol, sodium citrate, citric 
acid, and purified water. 
Actions: Cordran is primarily effective 
because of its anti-inflammatory, antipru- 
ritic, and vasoconstrictive actions. 


Indications: For relief of the inflammatory 
manifestations of corticosteroid- 
responsive dermatoses. 


Contraindications: Topical cortico- 

Steroids are contraindicated in patients 

“with a history of hypersensitivity to any of 
nts of these preparations. 


ICAL 1 dfsiritation develops, the 
toduct should be discontinued and ap- 
opriate therapy instituted. 
inthe presence of an. infection, an 
propriate antifungal ‘or antibacterial 

gent should be used; {fa favorable 

sponse. does. not occur promptly, the 
rticosteroid.. should be discontinued 
until’ the infection has been adequately 
introlied. 
Hf extensive.areas are treated or if the 
occlusive technique is used, there will be 
increased systemic absorption of the cor- 
ticosteroid, and suitable precautions 
“should be taken, partiçulatly in children 
and infants. 
Although topical corticosteroids have 
not: been. reported to have an adverse 
human he safety of 
women has not 
ablished. In labora- 
“tory. animals, i in incidence of 
fetal abnormalities have been associated 
with exposure of gestating females to 
topical corticosteroids, in some cases at 
“rather. low dosage levels. Therefore, 
drugs of this class should not be used 
extensively, in large amounts, or for pro- 
longed periods of time on. pregnant 
patients 
“» This productis not for -ophthaimic use. 
Adverse Reactions: The following local 
adverse reactions have been reported 
with topical corticosteroid’ forr 
acneform eruptions. allergic co 
,matitis, burning. dryness, folli icut 
pertrichosis, hypopigmentation; if 
itching. and perioral dermatitis, 
The following may occur more fre- 
quently with occlusive dressings: macer- 
ation of the skin, miliaria, “secondary 
infection, skin atrophy, and stride, ` 
Administration and Dosage: For. moist 
lesions, a small quantity of «he cream 
should be rubbed gently into the affected, 
areas two or three times a day. [ors] 



























Additional information available 
to the profession on request. 


posta 
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Dista Products Company 
Division of Eli Lilly and Company 
Indianapolis, Indiana 46285 

















News and Notes 


International Congress of Chemother- 
apy.—The 12th International Congress 
of Chemotherapy will be held July 
19-24, 1981, in Florence, Italy. Antimi- 
crobial, anticancer, and antiviral 
chemotherapy and immunology and 
immunotherapy will be discussed. The 
deadline for abstracts is Feb 15, 1981. 
There will be pharmaceutical, techni- 
cal, and publieation exhibits related to 
chemotherapy. 

For further information, write to 
Secretariat, 12th International Con- 
gress of Chemotherapy, Via della 
Scala, 10, Florence, Italy, 50123. 


Pediatric Dermatology Seminar.— The 
Eighth Annual Pediatric Dermatology 
Seminar will convene at the Eden Roc 
Hotel, Miami Beach, Feb 26-March 1, 


: 1981. It will be followed by a 12-day 


postseminar tour to Tahiti and New 
Zealand, with an optional extension to 
Australia. 

For information, contact Guinter 
Kahn, MD, 16800 Second Ave NW, 
Miami, FL 33169; or eall (305) 652- 
8600. 


Dermatology Congress.—' The 16th In- 
ternational Congress of Dermatology 
will be held in Tokyo on May 23-28, 
1982. The congress includes a scien- 
tifie program (special lectures, case 
presentations, advances in dermatolo- 
gy, symposia, courses, workshops, 
informal discussion groups, free com- 
munieations, poster communications, 


Japanese Dermatological Association 
^| seminars, anda scientific exhibition) 

and social events (performance of tra- 
` ditional Japanese Kabuki drama, a 


concert with a world-famous conduc- 
tor, a short suburban sightseeing tour, 
and programs for accompanying per- 
sons) The congress site is the Hotel 
New Otani, Tokyo's prestigious hotel 
that has been the site of many inter- 
national congresses. English, French, 
Spanish, German, and Japanese may 
be used in the congress, and simulta- 
neous interpretations will be provided 
during the main educational sessions. 


Arch Dermatol--Vo! 116, Oct 1980 











The first eireular, including detailed 
information regarding. registration 
hotel accommodations, - land | 
travel, is now available on reques 
Prof 'Makoto Seiji, MD, Secreta: 
General, the XVI International Con 


1560, Tokyo 100-91, Japan. All ‘inter- 
ested persons are cordially. invited to 
participate in the congress. 


International Symposium.—An inter- 
national symposium on the stratum 
corneum will be held at the Welsh 
National School of Medicine, Heath 
Park, Cardiff, on Oct 29-31, 1981. 
There will be invited lectures, free: 
communications, and. poster. pal 
Abstracts should be submitte 
June 26, 1981, in the style as 
ted to the European Soti 
Dermatological Research. This sympo 
sium will be of importance for derma 
tologists, toxicologists, cosmetic scien- 
tists, the pharmaceutical industry, 
and others interested in skin biology. 
For further information, contact Dr 
R. Marks, Department of Medicine, 
Welsh National School of Medicine, 
Heath Park, Cardiff, CF4 AXN 
Wales. 





















Call for Papers.—-Tlie theme “Reduce 
tion of Art to Science” has been 
selected for the 1981 Society of Cos- 
metic Chemists Scientific Seminar, to ^ 
be held May 21 and 22 at the Hyatt 
Regency Hotel, Washington, DC. 

Papers are being solicited on new 
technology, particularly in the areas > 
of emulsification, viscosity" control, ; > 
dispersion and suspension of solids, 
and stabilization of products: In addi- 
tion, papers on in vitro testing meth- 
ods for product efficacy or cosmetic: 
attributes arè being solicited. r. 

Authors of pertment papers are |. 
invited to submit 150-word abstracts. 
io program cochairmen, Paul Thau 
and William E. Synder, e/o Society of 
Cosmetic Chemists, 1995 Broadway, 
Suite 1701, New York, NY 10023. 
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SEBULEX 
MEDICATED , 
SHAMPOO... | 


reliable, effective, easy-to- 
use dandruff shampoo. 


WESTWOOD’ 


PHARMACEUTIC AUS INC 
Buffalo, Néw York 14213 


In Canada, Bellavillep@ntadte KAN 5F 9 
s > A 


SEBULEX 
CONDITIONING 
SHAMPOO... 


the same therapeutic 
reliability with protein 
conditioners added for dry 
or damaged hair. 








New 












































rpm Cream 01% 


-with Emollient Base 


r Elegant emollient base 
—hydrates like an ointment, less drying 


than many creams 

Proven efficacy of halcinonide 
—interrupts the inflammatory process 
and rapidly relieves pruritus 


Particularly useful in common cortico- 
steroid-responsive dermatoses 


Available in 15g, 30g, 60g tubes 
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Cream OI* 
Halcinonide Cream 01% 


with Emollient Base 





HALCIDERM® CREAM 0.1% 
Halcinonide Cream 0.1% 


DESCRIPTION: Halciderm Cream (Halcinonide 
Cream 0.1%) contains 1 mg halcinonide per gram 
in a hydrophilic vanishing cream base. 


INDICATIONS: For relief of inflammatory 
manifestations of corticosteroid-responsive 
dermatoses. 


CONTRAINDICATION: Conttaiidicatéd i in. 
those patients with a history of hypersensifivity to 
any of the cream's components, 


PRECAUTIONS: General — Discontinue the 
product and institute appropriate therapy if irritation 
develops. In presence of an infection, institute an 
appropriate antifungal or antibacterial agent; if a 
favorable response does not occur promptly, 
discontinue the corticosteroid until the infection has 
been adequately controlled. Take suitable precau- 
tions, particularly in children and infants, if exten- 
sive areas are treated or if occlusive technique is 
used since there will be increased systemic absorp- 
tion of the corticosteroid. This preparation is not for 
ophthalmic use. 


Usage in Pregnancy: Although topical steroids 
have not been reported to have an adverse effect on 
human pregnancy, the safety of their use in pregnant 
women has not been absolutely established. In 
laboratory animals, increases in incidence of fetal 
abnormalities have been associated with exposure of 
gestating females to topical corticosteroids, in some 
cases at rather low dosage levels. Therefore, drugs of 
this class should riot be used extensively on pregnant 
patients, in large amounts, or for prolonged periods 
of time. 


Occlusive Dressing Technique: Use of occlu- 
sive dressing increases percutaneous absorption of 
corticosteroids. For patients with extensive lesions 
sequential approach, occluding one part of the body 
at a time, may be preferable. Keep patient under 
close observation if using occlusive technique over 
large areas and over a considerable period of time. 
Occasionally, a patient who has been on prolonged 
therapy, especially occlusive therapy, may develop 
steroid withdrawal symptoms when drug is stopped. 
Thermal homeostasis may be impaired if large areas 
of the body are covered. Discontinue occlusive dress- 
ing if elevation of body temperature occurs. Occa- 
sionally, a patient Mie develop a sensitivity reaction 
1o a particular occlusive dressing material and a 
substitute material may be necessary. Discontinue 
occlusive dressing and institute appropriate anti- 
microbial therapy if infection develops. 


ADVERSE REACTIONS: The following adverse 
reactions have been reported with topical cor- 
ticosteroids, especially under occlusive dressings: 
burning sensations, itching, irritation, dryness, 
folliculitis, hypertrichosis, acneform eruptions, 
hypopigmentation, perioral dermatitis, allergic con- 
tact dermatitis, maceration of the skin; secondary 
infection, skin atrophy, striae, and miliaria. 

For full prescribing information, consult package 
insert. 
HOW SUPPLIED: In 15 g, 30 g, and 60 g tubes. 


SQUIBB 


©1980 E.R. Squibb & Sons. Inc. 350-552 Issued: Sept. 1980 














: Scabicide - 


Crean (NF) al and Lotion 


Indications For eradication of scabies (Sarcoptes 
scabiei and for symptornatic treatment of pruritic 
skin, : 

Contraindications Eurax should not be administered 
to patients who are allergic toit or who manifest a 
primary irritation response.” : 

' Warnings and Precautions Eurax should. not be 
applied to acutely inflamed skin, raw, weeping sur- 
faces, or in the eyes or mouth. Its use should be de- 
ferred until acute inflammation has subsided. 

If severe irritation or sensitization develops, treatment 
with.this product should be discontinued and appro- 
priate therapy. instituted. 

Adverse Reactions Allergic sensitivity ofprimary irri- 
tation reactions may occur in some patients. 

Dosage and Administration in Scabies: Thoroughly 
massage into the skin of the whole body from the chin 
down, paying particular attention to.all folds and 
creases. A second application is advisable 24 hours 
later: Clothing and bed linen should be changed the 
next morning. A cleansing.bath should be taken 48 
hours after the last application. 

in Pruritus: Massage gently into affected areas until 
medication is complete y absorbed. Repeat as 
needed, 

How Supplied Cream: 60-g tubes; Lotion: 2-oz (60 

ml) bottles. 


667430 (8/79) C79-25 








































or primary ir irri ation may 


Available i in a convenient 
2-02 unit-of-use package. 








Geigy 
GEIGY Pharmaceuticals 


Division of CIBA-GEIGY Corporation 
Ardsley, New York 10502 330-2586-A 
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an acne agent 
so specific 


SO SPECIFIC, IT’S EFFECTIVE ALONE. 


Ti yy 








Specific because it works 
the way acne works— 
from the inside out. 


Evidence to date suggests that 
Retin-A* (tretinoin) can partially 
reverse abnormal keratinization 
and reduce the adhesiveness of 
horny cells within the follicle; 
thus by keeping the follicle 
clear, Retin-A decreases the ac- 
cumulation of sebum, which 
inherently inhibits both the pro- 
liferation of P. acnes and the 
production of free fatty acids. 


ES XE ar 


In a study of 127 patients’ with difficult-to-clear grades II 
and III acne, 8096 showed excellent to good results after 11 weeks 
of treatment with Retin-A 0.01% Gel. There was: 


A 6696 reduction in papules. 
A 68% reduction in pustules 
A 7196 reduction in comedones 


Discontinuance due to erythema, irritation 
and peeling was only 1.596 


"TRADEMARK 
t Data on file, Dermatological Division, Ortho Pharmaceutical Corporation. 


1 Concomitant topical medication should be used with caution because of possible 
interaction with tretinoin. Particular caution should be exercised in using preparations 
containing peeling agents (such as sulfur, resorcinol, benzoyl peroxide, or salicylic 
acid) with Retin-A. It also is advisable to “rest” a patient's skin until the effects of peeling 
agents subside before use of Retin-A is begun. 
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Can be - 
so versatile. 





SO VERSATILE, IT CAN BE 
USED EFFECTIVELY WITH ADJUNCTS: 








Retin-A* and benzoyl 
peroxide 


~e. 


“Many patients with moderate 
to severe inflammatory acne may 
benefit from sequential treatment 
with tretinoin and benzoyl per- 
oxide. This regimen combines 
the comedolytic properties of tre- 
tinoin with the antibacterial effect 
of benzoyl peroxide and, in 
many patients, obviates the need 
for systemic antibiotics.” 

The efficacy of benzoyl perox- 
ide in 5% and 10% concentrations 
appears to increase when used 
with tretinoin? 





Retin-A* and topical 
antibiotics 

Tretinoin is clinically effective 
in inflammatory acne, particularly 
when combined with antimi- 
crobial therapy’? 


References: 1. Shalita AR, et al: Dermatol 2:52, 
December 1979. 2. J Invest Dermatol 73:(no. 5):439, 
1979. 3. Mills OH, Kligman AM: Acta Derm Venereol 
58:555, 1978. 


e * 
Retina 
(tretinoin) 

Gel 0.01% /Cream 0.05% 








Retin-A Gel 0.01% 
Available in an economical 45 gram tube, 
as well as the original 15 gram tube. 


Retin-A Cream 0.05% 
Available in tubes of 20 grams and 
45 grams. 


Also available as: 

Retin-A Gel 0.025%, tubes of 15 and 
45 grams 

Retin-A Cream 0.1%, tubes of 20 grams 
Retin-A Liquid 0.05%, amber bottles of 
28 ml 





Before prescribing, please consult complete 
pee information, a summary of which 
ollows: 
Indications: RETIN.A is indicated for topical 
application in the treatment of acne vulgaris, 
primarily grades I, II, and III in which come- 
dones, papules, and pustules predominate. It 
is not effective in most cases of severe pus- 
tular and deep cystic nodular varieties (acne 
conglobata). 
Contraindications: Use of the product 
should be discontinued if hypersensitivity to 
any of the ingredients is noted. 
Warnings: Recent studies in hairless albino 
mice suggest that tretinoin may accelerate the 
tumorigenic potential of ultraviolet radiation. 
Although the significance to man is not clear, 
patients should avoid or minimize exposure 
to sun. Concomitant topical medication 
should be used with caution because of 
possible interaction with tretinoin. Particular 
caution should be exercised in using prepara- 
tions containing peeling agents (such as sulfur, 
resorcinol, benzoyl peroxide, or salicylic acid) 
with RETIN-A. It also is advisable to “rest” a 
patients skin until the effects of peeling agents 
subside before use of RETIN-A is begun. 
Exposure to sunlight, including sunlamps, 
should be minimized during the use of 
RETIN-A and patients with sunburn should be 
advised not to use the product until fully 
recovered because of heightened suscep- 
tibility to sunlight as a result of the use of 
tretinoin. Patients who may be required to 
have considerable sun exposure due to oc- 
cupation and those with inherent sensitivity 
to the sun should exercise particular caution. 
Use of sunscreen products and protective 
clothing over treated areas may be prudent 
when exposure cannot be avoided. Other 
weather extremes, such as wind or cold, also 
may be irritating to patients under treatment 
with tretinoin. RETIN-A should be kept away 
from the eyes, the mouth, angles of the nose, 
and mucous membranes. Topical use may 
induce severe local erythema and peeling at 
the site of application. If the degree of local 
irritation warrants, patients should be directed 
to use the medication less frequently, discon- 
tinue use temporarily, or discontinue use 
altogether. Tretinoin has been reported to 
cause severe irritation on eczematous skin 
and should be used with utmost caution in 
patients with this condition. 
Precautions: Medicated or abrasive soaps 
and cleansers, soaps and cosmetics that have 
a strong drying efect, and products with high 
concentrations of alcohol, astringents, spices, 
or lime should be used with caution because 
of possible interaction with tretinoin. If medi- 
cation is applied excessively, no more rapid 
or better results will be obtained and marked 
redness, peeling, or discomfort may occur. 


DERMATOLOGICAL DIVISION ORTHO 
ORTHO PHARMACEUTICAL 
CORPORATION 

Raritan, New Jersey 08869 

a (efe aisle Company © orc 1980 














Simply bathe 
dry skin away 


Moisturizes with the first bath 











Helps relieve itchy, dry skin 
Cleanses gently without soap 


aily use helps keep skin soft, 
oisturized, and healthy-looking 
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A CLINICAL SUCCESS 
IN THE WORLD OF 


STEROID RESPONSIVE 
DERMATOSES... 











Contact Dermatitis 


artist's interpretation 


Eczema 


artist's interr retation 


l'artist's interpretation) 


weborrheic 
ermatitis 


artist's interpretation 
+ 





Please see last page of advertisement for full prescribing information. 
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AMCINONIDE ^" 5 sm 

















Effectiveness in the 
dermatoses you treat 
most often 


More than 60 studies, conducted by 50 investigators 
in 18 countries, have demonstrated the outstanding 
therapeutic efficacy of CYCLOCORT in a full range 
of steroid responsive dermatoses. 


Rapid, predictable response 


This new synthetic glucocorticoid has brought about 
early, consistent improvement in eczema, psoriasis, 
contact dermatitis, seborrheic dermatitis and many 
other common dermatoses.! 





Given D.d.in many patients 


Because of its potency, CYCLOCORT can be used 
successfully on a b.1.d. basis. Comparative studies with 
Betamethasone valerate cream in patients with eczema: 
tous dermatoses have shown the following results: 





Global improvement in eczematous 
dermatoses following two weeks of b.i.d. therapy — 








































4 controlled studies: 
CYCLOCORT 0.1% Betamethasone Valerate 0.1% 
l'otal N . Total | 
Patients | Cleared J Excellent) Good Patients | Cleared a Good 
Study A 21 9 8 20 D. 8 7 
| Study B 22 |e oa 9 22 4 
Study C 18 | 7 7 17 3 
Study D 16 8 7 0 20 4 











31 























Total 77 19 





| Please see last page of advertisement for full prescribing information 





High potency..in a unique 
hydrophilic base 


CYCLOCORT has produced outstanding clinical results 
in patients with psoriasis. Good to excellent improve- 
ment in symptoms such as pruritus, erythema, scales, 
induration, papules and plaques was observed in the 
majority of patients after only one week of treatment. 


High vasoconstrictive activity 


In “blanching” response analyses on human skin, 
CYCLOCORT demonstrated significantly more activity 
than Betamethasone valerate, 0.1%, and Fluocinolone 
acetonide, 0.025%, and showed essentially the same 
vasoconstrictor activity as Halcinonide, 0.1%. 





Comparative Vasoconstrictive Data? 
(Histograms of blanching responses 
—summed % total possible score) 
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CYCLOCORT Halcinonide Betamethasone Fluocinolone 
Amcinonide Valerate Acetonide 


Note: Although many investigators believe vasoconstrictor activity studies offer an indication 
of potential clinical anti-inflammatory efficacy, no definite correlation has been proven. 


Well accepted by patients 


CYCLOCORT, formulated in Lederles AQUATAIN 
hydrophilic base, contains 74.3% water and humectants— 
to soften and moisturize skin. CYCLOCORT is extremely 
well accepted by patients, and questions concerning 
acceptability have brought highly favorable responses.? 








r 


1, Data on file, Medical Department, Lederle Laboratories. 2. Woodford, R.; Haigh, J. M.: Bi abilit ] Activit 
Aimaino pce Pre »parations Co omparisc n with Proprietary To spice “al rticosteré (id Prep "ar: iun ns PD nn Po ncies. Ct 7 Ther 
Res. 2 1301-310, Sept., 1979. 3. Rocha, G. L.; Quinete, S. S Dantas, F. E.; Faria Re 19 549 à 




















CYCLOCORT | 








AMCINONID 


CREAM / with AQUATAIN™ 


O,1%/ Hydrophilic Base : 








Potency, efficacy and 
convenience in - 
Steroid-responsive 
dermatoses 


One form 
Cream 


One strength 
0.1% 


ES 
Two convenient sizes 


15gramand * 
60 gram tubes- 
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CYCLOCORT * Amcinonide 
Cream 0.1% with AQUATAIN™ Hydrophilic Base 


Description: 0.1% topical cream with AQUATAIN™ hydrophilic base: 
Each gram of CYCLOCORT topical cream contains 1 mg (0.1%) of the 
active steroid, amcinonide in AQUATAIN, a specially formulated base 
composed of emulsifying wax NF, isopropyl palmitate, glycerin USP, 
sorbitol solution USP, lactic acid, 2% benzyl alcohol and purified water. 
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Action: Topical steroids are primarily effective because of their anti- 
inflammatory anti-pruritic, and vasoconstrictive actions. 


Indications: For relief of the inflammatory manifestations of corti- 
costeroid-responsive dermatoses. 


Contraindications: Topical steroids are contraindicated in those pa- 
tients with a history of hypersensitivity to any of the components of 
the preparation. 


Precautions: If irritation develops, the product should be discontinued 
and appropriate therapy instituted. 


In the presence of an infection the use of an appropriate antifungal or 
antibacterial agent should be instituted. If a favorable response does 
not occur promptly, the corticosteroid should be discontinued until the 
infection has been adequately controlled. 


If extensive areas are treated or if an occlusive technique is used there 
will be increased systemic absorption of the corticosteroid and suitable 
precautions should be taken, particularly in children and infants. 


Although topical steroids have not been reported to have an advérse 
effect on human pregnancy, the safety of their use in pregnant women 

has not absolutely been established. In laboratory animals, increases 

in incidence of fetal abnormalities have been associated with exposure” 
of gestating females to topical corticosteroids, in some cases at rather 

low dosage levels. Therefore, drugs of this class should not be used 

extensively on pregnant patients, in large amounts, or for prolonged 

periods of time. 


The product is not for ophthalmic use. 


Adverse Reactions: The following local adverse reactions have been 
reported with topical corticosteroids, especially under occlusive dress- 
ings: burning, itching, irritation, dryness, folliculitis, hypertrichosis, 
acneiform eruptions, hypopigmentation, perioral dermatitis, allergic 
contact dermatitis, maceration of the skin, secondary infection, skin 
atrophy, striae and miliaria. 


Dosage and Administration: Apply a light film to affected areas 2 or 
3 times daily. The cream should be rubbed in gently and thoroughly 
until it disappears. 


How Supplied: 0.1% (Product No. 9183) Topical Cream Available in 
15 and 60 Gram tubes. REV. 9/79 


emm» Lederle Laboratories 


A Division of American Cyanamid Company, Wayne, N.J. 07470 


N 


N hasone equivalent à 
""déxam sone phosphate equivaignt 
Copyright lerck & Co,, Inc’, 1980 

All rights resef¥ed ^ 
JosTOG 


DECADRON 


(DEXAMETHASONEMSD) 


Division of Maker & Co, INC, West PointwPA49486 





IBIKOEVADABLE 


Anelusive 
tinea infection 
that can 

take months 
to clear. 





- SICIAVAILABLE: 


ANNOUNCING 


GRISACTIN ULTRA 


(GRISEOFULVIN ULTRAMICROSIZE) 
125, 250 MG TABLETS 


Ultramicrosize GRISACTIN® Ultra offers three 
significant benefits for treating tinea infections”: 


— optimal bioavailability 
— often the convenience of one small tablet a day 
—economy 


Ultramicrosize GRISACTIN Ultra. All the griseofulvin 
your patients need —for as long as they need it. 


j 


AND NOW... 
TELEAVAILABLE »=& 
Physicians can request free product samples by dialing 
toll-free: Continental U.S.A.: 800-528-6050 (except Arizona) 
Arizona: 800-352-0458, Alaska/Hawaii: 800-528-0470. 

This service is available for your convenience 24 hours-a-day, 
every day. 


*With infections due to griseofulvin-sensitive fungi 
Please see brief summary of prescribing information on following page. 
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(For full prescribing information, see package circular.) 
GRISACTIN* Ultra 


Brand of griseofulvin ultramicrosize . 2 ‘ 
A Fungistatic Antibiotic 
INDICATIONS: Griseofulvin is indicated for the treatment of f 


ringworm infections of the skin, hair, and nails, namely: Tinea 
corporis, Tinea pedis, Tinea cruris, Tinea barbae, Tinea 


capitis. Tinea unguium (onychomycosis) when caused by one e * 
or more of the following genera of fungi: Trichophyton rubrum, 
Trichophyton tonsurans, Trichophyton mentagrophytes, Trich- rr 
ophyton interdigitalis, Trichophyton verrucosum, Trichophyton 
megnini, Trichophyton gallinae, Trichophyton crateriform, 
Trichophyton sulphureum, Trichophyton schoenleini, Micros- COMPUTERS AND MEDICINE 
porum audouini, Microsporum canis, Microsporum gypseum, 
Epidermophyton floccosum. Resources 
NOTE: Prior to therapy, the type of fungi responsible for the 
infection should be identified. 
The use of this drug is not justified in minor or trivial infec- 
tions which will respond to topical agents alone. 
Griseofulvin is not effective in the following: Bacterial infec- 
tions, Candidiasis (Moniliasis), Histoplasmosis, Actinomy- 
cosis, Sporotrichosis, Chromoblastomycosis. Coccidioi- 
domycosis, North American Blastomycosis, Cryptococcosis 
(Torulosis), Tinea versicolor, Nocardiocis. 
CONTRAINDICATIONS: This drug is contraindicated in 
patients with porphyria, hepatocellular failure, and in individ- * Clinical e Financial è Experimental 
uals with a history of hypersensitivity to griseofulvin 
WARNINGS: Prophylactic Usage: Safety and efficacy of 
griseofulvin for prophylaxis of fungal infections has not been 
established. 
Animal Toxicology: Chronic feeding of griseofulvin, at levels 
ranging from 0.5-2.596 of the diet, resulted in the development 
of liver tumors in several strains of mice, particularly males. 
Smaller particle sizes result in an enhanced effect. Lower oral 
r^ dosage levels have not been tested. Subcutaneous adminis- Decision 3 : 
tration of relatively small doses of griseofulvin, once a week, * Making * Articles * Scheduling 
during the first thee weeks of life has also been reported to 
induce hepatomata in mice. Although studies in other animal 
Species have not yielded evidence of tumorigenicity, these 
Studies were not of adequate design to form a basis for 
conclusions in this regard 
In subacute toxicity studies, orally administered griseofulvin 

produced hepatocellular necrosis in mice, but this has not 
been seen in other species. Disturbances in porphyrin metab- 
olism have been reported in griseofulvin-treated laboratory © Diagnostic 
animals. Griseofulvin has been reported to have a colchicine- 
like effect on mitosis and cocarcinogenicity with methylcho- 

, lanthrene in cutaneous tumor induction in laboratory animals 

Usage in Pregnancy: The safety of this drug during preg- 
nancy has not been established 

Animal Reproduction Studies: It has been reported in the 
literature that griseofulvin was found to be embryotoxic and 
teratogenic on oral administration to pregnant rats. Pups with 
abnormalities have been reported in the litters of a few bitches 
treated with griseofulvin. Additional animal reproduction * Laboratory 
studies are in progress 

Suppression of spermatogenesis has been reported to 
occur in rats, but investigation in man failed to confirm this 
PRECAUTIONS: Patients on prolonged therapy with any 
potent medication should be under close observation. Peri- 
odic monitoring of organ system function, including renal, 
hepatic, and hematopoietic, should be done 

Since griseofulvin is derived from species of Penicillium, 
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with griseofulvin therapy, patients should be warned to avoid Computer Systems in Medicine Program, Computers and Medicine reports 
exposure to intense natural or artificial sunlight. Should a 


photosensitivity reaction occur, lupus erythematosus may be on the ways computer technology is used clinically and administratively in 


a ted. à f A E T n Ko: 
E S ariseofulvin decreases the activity of warfarin-type antico- private practices, hospitals, clinics, and medical societies. 
M henge lia eet dmgs tensa The format of Computers and Medicine emphasizes brief articles which 
may require dosage adjustment of the anticoagulant during UE. ^ 
d aft fulvin th i SPA A 1 Á : i 
E Raine total olaosectuiM T convey the fundamental conce S involved in applications currently in use, as 


concomitant administration may require a dosage adjustment well as those. in development 


anuna anen al and experimental stages. Information on 
e antifungal a t % Dipl | Uae sae 
ADVERSE REACTIONS: When adverse reactions occur, they whom to contact for more details also included. 

are most commonly of the hypersensitivity type such as skin 


rashes, urticaria, and rarely, angioneurotic edema, and may Plug into the medical computing: information network; subscribe to 
necessitate withdrawal of therapy and appropriate counter- Computers and Medicine today! NOU Ue 


measures. Paresthesias of the hands and feet have been cnt 





reported rarely after extended therapy. Other side effects z ? 
reported occasionally are oral thrush, nausea, vomiting, Subscriber Services 


epigastric distress, diarrhea, headache, fatigue, dizziness. 4 A UT 
o mnia. meis] confusion, and impairment of performance American Medical Association 
535 N. Dearborn St., Chicago, IL 60610 


of routine activities 
Proteinuria and leukopenia have been reported rarely. 

| wish to subscribe to Computers and Medicine for the period indicated 

below. Enclosed is my check (payable to AMA) for $ 


Administration of the drug should be discontinued if granulo- 
cytopenia occurs 

[1 year subscription, 6 issues [] 2 year subscription, 12 issues 
$12 U.S. and U.S. Poss. $20 U.S. and U.S. Poss. 


When rare, serious reactions occur with griseofulvin, they 
are usually associated with high dosages. long periods of 
therapy, or both 
DOSAGE AND ADMINISTRATION: Adults: 250 mg daily for 
most patients, and 500 mg daily in divided doses for patients 
with fungal infections that are more difficult to eradicate 

Children: 2.5 mg per pound of body weight per day is effec- 
tive for most children. Children 2 years of age and younger 
dosage has not been established 7039/80 


AYERST LABORATORIES 
New York. N.Y. 10017 
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Here's how to learn the essentials 
of evaluating a practice opportunity 


The AMA's new workshop, How To 
Evaluate a Group or Partnership, 
is specifically designed to guide you in 
evaluating a practice opportunity. The 
$40 Cost of this workshop could save 
you from making a mistake that could 
- literally cost you thousands and 
thousands of dollars. Here's a list of 
the critical information you'll learn at 
the workshop: 


Income Distribution Issues 

Ways to divide the pie * Calculating 
the right salary base * How different 
work styles affect remuneration ° Tax 
considerations e Retirement plan 
issues « Compensation for seniority ° 
Vacation, sick leave, CME policies ¢ 
Fringe benefits e How to conduct 
salary negotiations « Coverage and on 
call considerations. 


Sizing Up Your Opportunities 

Solo vs. group * What to look for in 
evaluating practice efficiency and 
management e Evaluating staff quality 


and quantity ° Analyzing facilities ° 
Patient care issues * Sizing up your 
future partners * Personality, age, 
training considerations * Issues your 
spouse should be aware of * Analyzing 
the economic base of the community 
e Getting à handle on the group's 
reputation. 


Contractual & Negotiations Issues 
Covenants not to compete * The 
partnership agreement * The letter of 
employment e Evaluating goodwill e 
The path to partnership * Sample 
agreements * The best way to 
negotiate with your future partners. 


Plan now to attend! 

Workshops are held at AMA Head- 

quarters, 535 N. Dearborn Street, 

Chicago, IL 60610 and are 

scheduled on the following dates: 
WEDNESDAY, SEPT. 10, 1980 
THURSDAY, OCT. 9, 1980 
WEDNESDAY, NOV. 5, 1980 
THURSDAY, DEC. 11, 1980 


' TO REGISTER OR FOR MORE INFORMATION, CALL COLLECT (312) 751-6667 





SYNALAR 


(fluocinolone acetonide) 


CREAM 0.025%, 0.01% 
OINTMENT 0.025% 
SOLUTION 0.01% 
SYNEMOL"* (fluocinolone acetonide) Cream 0.025% 
SYNALAR-HP* (fluocinolone acetonide) Cream 0.2% 
Description Synalar* Synemol* and Synalar-HP* contain 
the steroid fluocinolone acetonide. Their chemical name is 
6a, 9a-difluoro-16a-hydroxyprednisolone-16, 17-acetonide 
Synalar cream contains fluocinolone acetonide 0.25 mg./g. 
or 0.1 mg./g. in a water- washable aqueous base of stearic 
acid, propylene glycol. sorbitan monostearate and mono- 
oleate, polysorbate 60, purified water and citric acid with 
methylparaben and propylparaben as preservatives, 
Synalar ointment contains fluocinolone acetonide 0.25 
mg./g. in a white petrolatum U.S.P. vehicle. 
Synalar solution contains fluocinolone acetonide 0.1 mg./ml. 
in a water-washable base of propylene glycol with citric acid. 
Synemol cream contains fluocinolone acetonide 0.25 mg./g 
in a water- washable aqueous emollient base of stearyl 
alcohol, cetyl alcohol, mineral oil, propylene glycol, sorbitan 
monostearate, polysorbate 60, purified water and citric acid. 
Synalar-HP cream contains fluocinolone acetonide 2 mg./g. 
in a water- washable aqueous base of stearyl alcohol, cetyl 
alcohol, mineral oil, propylene glycol, sorbitan monostea- 
rate, polysorbate 60, purified water and citric acid with 
methylparaben and propylparaben as preservatives. 
Indications Inflammatory manifestations of corticosteroid- 
responsive dermatoses 
Contraindications Topical steroids are contraindicated in 
patients with a history of hypersensitivity to any of the com- 
ponents of the preparation 
Synalar-HP* (fluocinolone acetonide) 0.2% cream should not 
be used on infants up to two years of age 
Precautions If irritation develops. discontinue the product 
and institute appropriate therapy. 
In presence of an infection institute use of an appropriate 
antifungal or antibacterial agent. If a favorable response 
does not occur promptly, discontinue the corticosteroid 
until the infection has been adequately controlled 
If extensive areas are treated or if occlusive technique is 
used, there will be increased systemic absorption of the 
corticosteroid and suitable precautions should be taken, 
particularly in children and infants. 
The safety of topical steroids in pregnant women has not 
absolutely been established, In laboratory animals, 
increases in incidences of fetal abnormalities have been 
associated with exposure of gestating females to topical 
corticosteroids, in some cases at rather low dosage levels 
Therefore, drugs of this class should not be used extensively 
on pregnant patients, in large amounts or for prolonged 
periods of time 
These products are not for ophthalmic use 
Synalar-HP cream should not be used for prolonged 
periods and the quantity per day should not exceed 2 g. 
of formulated material 
Adverse Reactions Local adverse reactions reported with 
topical corticosteroids: burning, itching, irritation, dryness, 
folliculitis, hypertrichosis, acneform eruptions, hypopigmen- 
tation, perioral dermatitis, allergic contact dermatitis, 
maceration of the skin, secondary Infection, skin atrophy, 
striae, miliaria. 
How Supplied 
Synalar* (fluocinolone acetonide) 

Cream 0.025% — 15, 30 and 60g. tubes, 120 and 425g. jars. 

Cream 0.01% — 15, 45 and 60g. tubes 

Ointment 0,025% — 15, 30 and 60g. tubes. 425g. jars 

Solution 0.01% — 20 and 60cc. plastic squeeze bottles 
Synemol” (fluocinolone acetonide) 

Cream 0.02596 —15, 30 and 60g. tubes 
Synalar-HP” (fluocinolone acetonide) 

Cream 0.2% —12g. tubes 
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*For the inflammatory manifestations of steriod-responsive 
dermatoses. 
**Not for ophthalmic use, 


Please see preceding page for summary of 
prescribing information. 


Syntex Laboratories, Inc 
Palo Alto, California 94304 











Editorial 


ST[Yhe continuous growth of hair 
z L makes it a prime site for showing 
"alterations in the body's general 
"metabolism. The thinning and the 

-Shifting of hair into telogen by hor- 

monal deficiency (eg, thyroid) or by 
. pretein-ealorie malnutrition have 
“been documented previously. 

Less common, but no less impor- 
tant, are metabolic disorders asso- 
ciated with distinctive structural ab- 
normalities of the hair. Menkes’ syn- 
drome, an X-linked disorder with 
abnormalities of. copper storage and 

"transport, is associated with thin, 
highly twisted hairs (pili torti). Argi- 
i; nosuceinieaciduria,.an autosomal re- 
cessive disorder, is associated with a 
» deficiency of an essential enzyme of 
the urea cycle, ammonia intoxication, 
and decreased growth. The hairs are 
thin and show the characteristic 
changes of trichorrhexis nodosa. 
More recently, two vitamin disor- 
ders, one of biotin metabolism and one 
* of vitamin D metabolism, have been 








in the role of vitamins in hair growt 
has been reawakened. pes 





nodeficiency with associated alopecia 
totalis was described in. two: recent 
reports." l ; 

Alopecia, blepharitis, “skin rashes,” 
inflamed nasal mucosa, unsteadiness, 
poor head control, and generalized 
hypotonia developed in a 10-month-old 
boy. Multiple investigations, includ- 
ing blood zine and thallium. levels, 
showed normal values. Slight meta- 
bolic acidosis was present.and blood 
pyruvate and lactate levels were 
increased. Gas liquid chromatography 
indicated excessive amounts of 3- 
hydroxyisovaleric acid, suggesting a 
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associated with alopecia, and interest. 


À biotin-responsive form of immu-. 


Vitamins and Alopecia 


carboxylase deficiency (see below), 
and biotin therapy (5 mg taken twice 
a day) was started. Within two weeks, 
improvement was noted in the derma- 
titis, hair growth, and neurological 
symptoms. Dramatic before and after 
treatment pictures of the scalp were 
presented. 

In another family, there were three 
affected siblings.’ The girl, who was 
studied most extensively, had alope- 
cia, truncal ataxia, conjunctivitis, cor- 
neal ulcerations, and periorificial der- 
matitis yielding Candida albicans at 
the age of 16 months. Previously, at 
the age of 3 months, a facial and 
interdigital rash, delayed motor mile- 
stones, and decreased responsiveness 
to intradermal skin tests with Candi- 
da and streptokinase-streptodornase 
were noted; The patient could not be 
sensitized: to -keyhole-limpet hemo- 
cyanin. or mococcal polysacchar- 
ide. Organic aciduria with increased 
levels ^of..3-hydroxyisovalerate, 3- 
methylerotonylglycine, 3-hydroxypro- 

ionate, and methyleitrate were pres- 
iotin.(10 mg taken once a 















day) rapidly caused a fall in the 
organic acids. The patient's Candida 


dermatitis, corneal- ulceration, and 
alopecia cleared. Soin 

One male sibling died at the age of 8 
months with persistent “candidiasis 
and did not have alopecia. Ataxia and 
alopecia developed in another male 
sibling at the age of 21 months and he 
subsequently had keratoconjunctivi- 
tis. Acidosis and intermittent ketonu- 
ria were present. IgA was absent, and 
the child could not be immunized with 
pneumococcal polysaccharide or- key- 
hole-limpet hemocyanin. 

Biotin is required in branched-chain 
amino acid catabolism. Isoleucine and 




































valine are metabolized via propiony 

coenzyme A (CoA) carboxylase, and 
that enzyme is deficient, propion 
aciduria occurs. Leucine is catabolize 
via f-methylerotonyl-CoA carboxy 
lase, and when that enzyme is absent, 
B-methylerontonyl-glyeinuria occurs. 
Relative deficiencies of both of thes 
enzymes were present in the WBCs o 
these patients, suggesting that biotin. 
metabolism and transport may be the 
primary abnormal factor in the dis- 
ease, and that the enzyme deficiencies 
are secondary. The response of the 
enzymes to biotin therapy is consist- 
ent with this suggestion. 

Biotin is found in egg yolks. Biotin 
binds with very high affinity to avi- 
din, which is found in egg whites. Rats. 
made deficient in biotin by eating egg 
whites have dermatitis, hair loss, and 
muscular incoordination. Biotin defi- 
ciency in man does not occur natural: 
ly. When it is experimentally induced, 
grayish skin color, papillary atrophy ; 
of the tongue, lassitude, sleeplessness, 
and precordial distress occur. In cows” 
and chicks with biotin deficiency, 
cracking or fissuring in the hooves- 
and feet, respectively, occur. Biotin is 
a coenzyme for adenosine triphos-_ 
phate-dependent carboxylations in- 
cluding the carboxylation leading to - 
the formation of carbamoylphosphate. 
Carbamoylphosphate is crucial” for 
pyrimidine synthesis and the func” 
tioning of the Krebs’ urea cycle. Dis- 
orders of the urea cycle (eg, arginosue- 
cinicaciduria) are characterized by — 
hair defects; orotic aciduria’ in the = 
sparse-fur mutant mouse is related to 
abnormalities of carbamoylphosphate 
metabolism, Biotin is also a coenzyme 
in transcarboxylations (exchange of 
carboxyl groups between substrates). 

À as 
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The role of the epidermis in the 
"production of endogenous vitamin D 
"has been recognized for over 30. years 


‘min D; from 7-dehydrocholesterol has 
been studied in elegant. detail? In 
addition to making vitamin D, kera- 
tinizing tissues may utilize vitamin D 
as well Two siblings with vitamin 
D-resistant rickets had complete and 


orthopedic and radiographic findings 
‘of bowed thighs and distal legs, 
. widened metaphysial plates, and other 
` signs of active rickets.’ In one sibling, 
à 9-year-old girl, alopecia was present 
at the age of 16 months; in her 3- 
"year-old sister, alopecia was. diag- 


sspecimens in. both cases were de- 
‘scribed as typical of alopecia. totalis 
with no lymphocytic infiltration. Pho- 
tographs of the scalp and photomicro- 
¿graphs of the biopsy specimens of 
“these patients were not published. 
Extensive chemieal and metabolie bal- 
ance studies were performed, and pre- 
cise identification of vitamin D meta- 
bolites was carried out. The serum 
levels of 25-hydroxyergocalciferol (the 
hydroxylated form of vitamin D 
formed in the liver) and 1,25-dihy- 
droxy vitamin D, (the dihydroxylated 
form of vitamin D formed in the 
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and recently this production of vita- 


persistent alopecia in addition to their 


nosed by 1 year of age. The biopsy 


kidney from the action of parathyroid 
hormone) were elevated. No unusual 


immunoglobulins - binding ‘calcitriol 


were found. It was thought that bone 
and. intestinal unresponsiveness to 
calcitriol could be due to the unre- 
sponsiveness or absence of receptors. 
Treatment with exogenous calcitriol 
did net produce hypercalcemia, fur- 
ther suggesting organ unresponsive- 


ness, Although oral phosphorus treat-.. 


ment increased growth and improved 
bone -ealcification, there was no 
change in the alopecia. 

Careful autoradiographic studies in 
rats show that cellular receptors for 
calcitriol exist in the epidermis, outer 
root sheaths, and sebaceous gland in 
addition to the intestine, stomach, 
kidney, pituitary gland, and parathy- 
roid gland. This suggests that rats 
(and possibly humans) have receptors 
for calcitriol in the skin and that only 
rare patients, such as the ones de- 
Scribed, may lack those receptors and 
acquire alopecia. 

It is interesting that in both. the 
patients with biotin deficiency and in 
those with vitamin-D resistant rick- 
ets, the hair disorder did not appear 
until late in the first year of. life. 
Either endogenous stores of. active 
metabolites permit the hair follicle to 
function normally, or fetal and infan- 








. tile forms of the receptors, not suscep- 


tible to the defect, exist. 
These two new diseases suggest 


that syndromes associated with alope- 


cla. deserve: renewed and. detailed 
studies. By analyzing their pathophys- 
iology, we will enhanée our ability to 
understand and ultimately to treat 
patients with alopecia. 
LOWELL A. GOLDSMITH, MD 
Durham, NC 
Dr Goldsmith's studies on hair are supported 
by Public Health Service grants 2 RO1-AM17977, 
AMO07098, and AM17253. He is. a recipient. of a 


Research Career and Development Award, grant: 
5 K04°AM00008. This is publication No. 73 from 


the Dermatological Research Laboratories of 
Duke University Medical Center, Durham, NC. 
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Original Contributions 


Ketoconazole Treatment 


of Chronic Mucocutaneous Candidiasis 


John R. Graybill, MD; James H. Herndon, Jr, MD; William T. Kniker, MD; Hillel B. Levine, MD 


"e Five patients received ketoconazole 
treatment of chronic. mucocutaneous can- 
didiasis, One also had disseminated histo- 
plasmosis and cryptococcosis. Ketocona- 
zole was well absorbed after an oral dose 
“of 200 mg and produced detectable anti- 
fungal blood levels for more than eight 
‘hours after each dose. Thrush cleared in 
less than two weeks in all patients. Cuta- 
neous lesions cleared slowly during sev- 
‘eral months of treatment, A patient with 


2. polymycotic infection: had a rapid clearing 
‘of candidiasis, but her. histoplasmosis did 


not respond to three weeks of treatment. 
. Adverse drug effects were minimal. Keto- 
conazole is: ising new agent for 





m treatment of chronic mucocutaneous can- 
. didiasis. 


(Arch Dermatol 11 61 137-1141, 1980) 


hronic mucocutaneous candidiasis 
(CMC) is an-uncommon condi- 

tion that is an infectious reflection of 
impaired cell-mediated immunity 


(CMT). Other mycotic infections fre- i 
e CMI 


+ quently associated with defecti 
include cryptococcosis, eoceidioidom: 
cosis, and histoplasmosis.** : 

One major difference between CMC 








Accepted for publication April 29, 1980. 

From the Infectious Diseases Section, Audie L. 
Murphy Memorial Veterans Hospital, San Anto- 
nio, Tex (Dr Graybill); the Departments of Medi- 
cine (Dr Graybill) and Pediatries (Dr Kniker), 
University of Texas Health Science Center, San 
Antonio; the Naval Biosciences Laboratory (Dr 
Levine), Oakland, Calif; and the Department of 
Medicine, University" of. Texas Southwestern 
Medieal School, Dallas (Dr Herndon). Dr Herndon 
is now in private practice in Dallas: 

Reprint requests to the Audie Murphy Veter- 
ans Administration Hospital (it Fj;.7400 Mer- 
ton Minter Biva, San itonio; TX 18284 (Dr 
Graybill) oae : 
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and other fungal infections is the high 
frequency of relapse after treatment 


of CMC? Therefore, while CMC re- 


sponds readily to intravenous (IV) 
amphotericin B, the response is usual- 
ly transient, and the patient often has 
relapse from months to a few years 


_ later. A limiting factor to treatment is 


the number of courses of amphotericin 
B that can be given before the inevit- 
able advent of nephrotoxicity from 
this drug. Accordingly, there has been 
a vigorous search for less toxic alter- 
natives to amphotericin B, although 
the latter was shown effective in oral 
lesions of CMC.’ A variety of topical 
agents, including nystatin, and imida- 
zole derivatives such as miconazole 
nitrate and. clotrimazole have been 
used, psaly with either no response 
or with limited response.” 
Miconazole may also be given sys- 
temieally. Unfortunately, it is not well 
absorbed. orally and must be given 
It is expensive and has considera- 
side effects of pruritus, hypertri- 






glyceridemia, thrombophlebitis, and 


dermatoses. Treatment with IV mi- 
conazole also requires hospitaliza- 
tion." An effeetive orally absorbed 
drug would offer considerable advan- 
tages in terms of convenience, cost, 
and, perhaps, reduction in adverse 
reactions. 

Ketoconazole is an imidazole deriva- 
tive that is readily solubilized at the 
low intragastric pH. It is well 
absorbed, producing detectable blood 
levels up to eight hours after a 200-mg 
oral dose (J.R.G., unpublished data, 
1979). It is highly effective in murine 
eoecidioidomyceosis'* and has broad in 
vitro antifungal activity." Prelimi- 
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nary trials have suggested efficacy 
human mycotic infeetions.9 Ther 
fore, we elected to evaluate ketocon: 
zole therapy for patients with CM( 
This report describes our experienc 
with five such patients. The fif 
patient whom we have treated ha 
been described in part previously." © 


METHODS 


Minimum fungistatic concentrations for 
each fungal strain were performed using à: 
cup-well method for all fungi Our 
patient's strain of Histoplasma capsula 
tum was tested in the yeast phase. Th 
minimum concentration of ketoconazolé: 
that produced a detectable zone around the. 
well was the minimum fungistatie concen-: 
tration. Serum ketoconazole levels were 
determined using an agar diffusion bioas- 
say, with arthrospores (arthroconidia) of. 
Coccidioides immitis." The patients had 
serial blood specimens drawn after à 400-. 
mg dose. Blood was allowed to clot for: 
several hours at room temperature. Serum 
was separated by centrifugation and.fro-. 
zen at —20 °C until it was assayed. Serum 
was shipped on dry ice to prevent thaw- 
ing. Hu 

RESULTS 


Minimum  fungistatiec concentra: 
tions appear in Table 1. The range wa. 
from 0.5 to 3.0 ug/mL, levels usual 
achieved with 200 mg/day of ketocon- 
azole. Four patients had. Candida 
colonies growing within the zone of. 
inhibition, up to a ketoconazole level 
of 12.8 ug/mL. This is an observation 
frequently made with this technique, - 
but it does not correlate with clinical 2 
failure (FLB.L,. unpublished data, ^. 
1979). 

Ketoconazole was well absorbed and 
did not accumulate in the blood during. 
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- prolonged treatment courses. This is 









_tions of blood levels of patient 5, which 
are presented in Fig 1. The 200-mg 
daily.dose produced similar. levels in 
_ January (Fig 1, A) and in March (Fig 
4, B). Blood levels in this patient and 
. in others we treated peaked at 1.5 to 
3.0 ug/mL between one and four hours 
after the drug was given, slowly 
declined, and were usually undetect- 
able after 12 hours. A second 200-mg 
dose 12 hours later did not increase 
the blood levels of ketoconazole fur- 
ther (Fig 1, C). Finally, inereasing the 

















1 Candida albicans 
Ca albicans 






-illustrated by the serial determina- 


: Table 1.—Minimum Fungistatic Concentration (MFC) of Ketoconazole 


Organism 










dosage to 400 mg/day approximately j 


doubled the blood levels at any given 
time after the dose (Fig 1, D). Keto- 
conazole is virtually all degraded, and 
little aetive drug is exereted by either 
urinary or biliary routes (unpublished 
data, 1978). In our patients who had 
urine assays for ketoconazole, most 
had levels of 0.4 ug/mL or less. 


REPORT OF CASES 


Case L.—A 26-year-old man had first had 
a diaper rash at.3 months of age. The rash 
cleared but was followed by thrush, which 
persisted. At 17 years old, candidiasis 





MFC, ng/mL 
Not determined 













Ca albicans 















Ca albicans 






Cryptococcus neoformans 



















Ca albicans 
Pretreatment 


After relapse 





12.8 + pg/mL. 


Histoplasma capsulatum 


2 mo of treatment 





*Up to 50% of Ca albicans, by crude visual estimate, grew at ketoconazole concentrations up to 





0.4 







0.6* 













Tabie 2.~Summary of Clinical Findings 

































Duration of 
Chronic 
Mucocuta- Duration of 
Patient/Age, neous Ketoconazole 
yr/Sex Candidiasis, yr Site at Onset Prior Therapy Therapy, mo Result of Therapy 
1/26/M 26 Left hand Topical miconazole and 13 Hand 99% clear 
intravenous amphoteri- 
cin B 
Left arm Transfer factor and oral Culture negative 
griseofulvin 
Thrush Topical nystatin " 
2/36/F 30 Thrush 13 Clear, culture negative 
3/21/M 21 Thrush Thrush clear 








Esophagitis 





trimazole 








thorax 





Head, neck, and 








4/14/F 14 Thrush 


Oral griseofulvin 












7 Relapsing histo- 
plasmosis, bone B 
marrow and à 
lymph nodes: . 
<1 Cryptococcosis, 
marrow . 








infection of the left arm developed, involv- 
. ing the hand most extensively: He received 
IV amphotericin B. in 1970, with clearing of 
all lesions, but nephrotoxicity necessitated 
interruption of treatment. He also received 
transfer faetor, IV and topieal miconazole, 
topical nystatin, and oral griseofulvin, with 
only partial. clearing. His pretreatment 
lesion, shown in. Fig 2, diffusely involved 
the hand with a fissured, dry, keratotic 
plaque up to 6 mm thick. The fingers were 
almost immobile because of encasement by 
this lesion. After discontinuing all treat- 
ment for two weeks, he began receiving 
200 mg/day of ketoconazole on Feb 10, 
1979. The thrush cleared in three days. Five 
. weeks later, he had considerable clearing of 
the thenar eminence, and the lesions were 
more friable. The dosage of ketoconazole 
was increased to 400 mg/day in one dose. 
His condition continued to improve. His 
serum cholesterol level on admission was 
105 mg/dL, it fell to 77 mg/dL after three 
months of treatment and was 91 mg/dL 
one month later, with a dosage of 400 
mg/day. The ketoconazole dosage was 
decreased to 200 mg/day after his lesions 
had largely cleared (Fig 2). He continued 
receiving 200 mg/day of ketoconazole, with 
almost complete resolution by September. 
A culture of his cutaneous lesions was still 
positive for Candida sp in August 1979 but 
was negative in November. 
Case 2.—A 36-year-old woman first had 
fingernail lesions because of Candida sp at 




































Esophagus clear 








Skin 85% clear, Candida 
‘albicans positive, and 
Microsporum audouinii 
; positive 

hrush clear 













intravenous amphotericin 


21 days 









plasmosis. no 
à gë: cryptococco- 
sis, uncertain culture 














5/29/M 1 Thrush 





Topical nystatin 





Facies 





Inguinal area 





Feet 
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5 (course 1), 





Ca albicans negative, 
Histoplasma -capsula- 
tum positive, and Cryp- 
tococcus neoformans 
negative 


All lesions cleared 









8 (course 2) 






Culture negative 
All lesions cleared 


Persistent Candida sp on 
culture 
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Hours After Dose 


Fig 1.—Blood levels of ketoconazole after 
various doses of ketoconazole orally 
administered to patient 5. Results of Jan 
22 (A) are compared with those of March 
17. On March 17, patient received initial 
200-mg dose (B) and 12 hours later, anoth- 
er 200-mg dose (C). Twelve hours later, 
400-mg dose was given (D). 


6 years old. At 15 years old, she had severe 
vaginal and uterine candidiasis requiring 
dilation and curettage. At the age of 27 
years, she underwent hysterectomy for 
complications of uterine and vaginal candi- 
diasis. She had multiple courses of topical 
nystatin, with no improvement in her can- 
didiasis. Subsequent to her hysterectomy, 
candidiasis was limited to her mouth and 
was evident only as a white coating over 
the tongue, palate, and buccal mucosa. She 
began ketoconazole therapy, 200 mg/day, 
on Feb 16, 1979. Her thrush cleared within 
four days. On March 15, her dosage was 
reduced to 200 mg three times weekly for 
maintenance. Her pretreatment choleste- 
rol level, 147 mg/dL, was 119 mg/dL after 
one month of ketoconazole. This rose to 158 
mg/dL after five months of treatment, 
when she was taking 200 mg three times 
weekly. She has remained free of symp- 
toms for 13 months, and cultures of her 
mouth during the past seven months have 
been negative for Candida sp. 

Case 3.—A 21-year-old man, the brother 
of patient 2, had had extensive CMC since 
infancy. At the age of 21 months, he under- 
went resection of one lobe of his lung for 
“candidiasis” and had had postoperative 
Candida-caused cutaneous lesions persist- 
ing at the site of the surgical wound. At the 
age of 9 years, he was treated with IV 
amphotericin B, with dramatic benefit dur- 
ing a five-month treatment course. Two 
months later, Candida-caused lesions re- 
curred, extending from his mouth over 
most of his head, back, and part of his 
chest. Since that time, he has taken oral 
and IV clotrimazole, transfer factor, and 
topical miconazole, all with limited benefit. 
Most recently, progressive esophageal can- 
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Fig 2.—Left hand of patient 1 before (top) and after (bottom) five months of ketoconazole 
therapy. Great improvement of lesions is apparent. 


didiasis with esophageal stenosis requiring 
bougienage developed. His earlier clinical 
and immunologic statuses were the sub- 
jects of a prior report." Pretreatment 
lesions included oral thrush and extensive 
involvement on the face, scalp, neck, and 
thorax; the entire scalp was affected (Fig 
3). The most densely involved areas were 
covered with horny plaques up to 10 em in 
length and up to 3 em in thickness. They 
could be peeled off, leaving an erythem- 
atous base with a few bleeding points. Less 
densely involved areas of the face were 
erythematous with a thin, irregular brown 
crust that could be easily removed. On 
March 1, 1979, he began to take ketocona- 
zole, 200 mg/day. The thrush cleared with- 
in three days. The more extensive facial 
and scalp lesions began to clear more slow- 
ly, with plaques shrinking to disclose per- 
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sistent underlying erythema at these sites. 
There was initially little change in the 
large plaques on his back. On April 2, his 
dosage was increased to 400 mg/day in a 
single dose, after which there was acceler- 
ated clearing of the back and chest lesions. 
Because of a modest decline in serum cho- 
lesterol level from 158 mg/dL before treat- 
ment to 119 mg/dL on June 4, the dosage 
was reduced to 200 mg/day. Two months 
later, he had some increase in scalp lesions 
and recurrence of mild thrush. Candida 
albicans and Microsporum audouinii grew 
in cultures from the scalp plaque. Mouth 
culture yielded Ca albicans with a minimal 
inhibitory concentration (MIC) of 0.5 ug/ 
mL. His dosage was increased again to 400 
mg/day for maintenance, with no adverse 
effects.and improvement in the thrush but 
persistently positive mouth cultures for 
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many dense plaques, up to 2.5 cm thick, before treatment (bottom left). After five weeks 
of ketoconazole therapy, plaque is markedly flattened, with formerly tightly adherent 
crust edges loosening and curling (bottom center). Finally, after four months, flattening 
is almost complete (bottom right). 


Candida sp after two months. As of March 
1980, he has had more than 85% clearing of 
his total lesions. 

Case 4.—A 14-year-old girl, the daughter 
of patient 2, had a lifelong defect of CMI, 
with generalized anergy to multiple skin 
tests and poor responses to mitogens and 
antigens, as measured by lymphocyte blas- 
togenesis. Since infancy, she had had CMC 
of mild degree, manifested by thrush and 
involvement of several fingernails. In 1971, 
disseminated  histoplasmosis developed 
with involvement of the bone marrow and 
lungs and with buccal mucosal lesions. She 
was treated with amphotericin B, and both 
her candidiasis and histoplasmosis cleared 
completely. Amphotericin B therapy was 
complicated by nephrotoxicity and throm- 
bocytopenia. After completion of treat- 
ment, she had recurrent thrush. In Febru- 
ary 1979, anorexia, weight loss, fever, and 
generalized lymphadenopathy, particularly 
involving the cervical lymph nodes, devel- 
oped, and there was a poorly defined, ten- 
der epigastric mass. Chest roentgenogram 
was normal. A cervical node biopsy speci- 
men was positive by both Giemsa stain and 
culture for H capsulatum. Histologic 
examination showed many macrophages 
containing 20+ Histoplasma yeasts per 


1140 Arch Dermatol—Vol 116, Oct 1980 


macrophage. On bone marrow specimens, 
H capsulatum and Cryptococcus neofor- 
mans (encapsulated yeast that formed 
brown pigment on caffeic acid agar) grew. 
Histoplasma capsulatum and Ca albicans 
were grown from oropharyngeal cultures. 
The complement. fixation and immunodif- 
fusion tests were negative for Histoplasma 
sp, and the latex cryptococcal agglutina- 
tion serum test for cryptococcosis was 


negative. Computerized axial tomograms 
showed enlarged mesenteric lymph nodes. : 


On March 1, 1979, she began receiving 200 
mg/day of ketoconazole. The peak ketocon- 
azole blood level was 2.7 ug/mL two hours 
after drug administration. The thrush 
cleared within three days, but the fever, 
anorexia, and lymphadenopathy persisted. 
On March 15, the dosage was increased to 
400 mg/day. Five days later, with no furth- 
er improvement, the cervical lymph node 
biopsy was repeated, along with a bone 
marrow biopsy and biopsy of enlarged 
mesenteric lymph nodes. The cervical 
lymph node remained heavily infiltrated 
with H capsulatum, which was subsequent- 
ly confirmed on culture. Cryptococcus neo- 
formans was not recovered from the bone 
marrow, but H capsulatum was again seen 
on culture. The mesenteric node biopsy 


specimen was also positive for H capsula- 
tum. Oral cultures for Candida sp were 
negative. Ketoconazole therapy was dis- 
continued, and IV amphotericin B was 
initiated at a dosage of 40 mg three times 
weekly, plus 125 mg/kg/day of flucytosine. 
On this regimen, her condition slowly 
improved. After a total dose of 3,000 mg, 
she had gained 9 kg, was afebrile, and her 
lymph nodes were reduced to about half of 
their prior size. 

Finally, her serum cholesterol level of 
147 mg/dL on admission decreased to 60 
mg/dL while receiving ketoconazole. It 
was not possible to relate this clearly to her 
drug treatment because she was severely 
anorectic, and poor nutrition may have 
contributed. 

Case 5.—This 21-year-old man with 
severe extensive CMC has been described 
previously." He had the onset of thrush 
and extensive facial and inguinal candidia- 
sis coincident with the development of 
juvenile diabetes mellitus at the age of 17 
years. Within one week of starting 200 
mg/day of ketoconazole (course 1), his 
thrush cleared. By two months, all of his 
lesions had resolved, and mouth and skin 
cultures were negative for Candida sp. His 
dosage was increased for one month to 400 
mg/day to treat a penile lesion ultimately 
found to be noncandidial. In March 1979, he 
was unavailable for follow-up examination 
for four months. During this time, his 
facial CMC returned, as did the thrush. 
After resuming ketoconazole therapy at 
200 mg/day (course 2), his lesions cleared 
during one month. The ketoconazole MIC 
of Ca albicans isolated from this patient 
during relapse was 0.5 pg/mL. 


COMMENT 


Chronie mucocutaneous candidiasis 
is a frustrating illness to treat. It is 
also a chronic, lingering illness that 
rarely improves spontaneously. This 
lack of spontaneous remission lends 
some credence to the use of uncon- 
trolled studies for new forms of thera- 
py. All of the patients in this study 
have had CMC of varying severity; 
refractory to a variety of treatment 
regimens, and in some cases relapsing 
after amphotericin B therapy. All 


patients showed a notable clinical 


response to ketoconazole. The mucosal 
lesions of thrush cleared within a few 
days. The patients with more exten- 
sive involvement of the skin had slow 
but equally dramatie improvement. 
While we increased the dosage be- 
cause of slow clearing of these hyper- 
keratotic lesions, we could not be sure 
that this had any effect on the rate of 
improvement or that blood ketocona- 
zole concentrations correlated with 
the improvement of skin lesions. 
Three patients with positive pretreat- 
ment cultures for Candidia sp subse- 
quently had negative cultures while 
receiving ketoconazole therapy. In 
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two other cases, the cultures remained 
positive. Slow clinical and mycologic 
response of skin lesions may correlate 
more closely with penetration of keto- 
conazole into the skin, which is the 
primary site of involvement in CMC. 

Our experience suggests that long- 
term therapy is necessary. Ketocona- 
zole for patient 2, with minimal dis- 
ease, was reduced to a maintenance 
dosage of 200 mg three times weekly; 
there had been no relapse after 12 
months of therapy. Patient 3 had a 
disturbing relapse while receiving 200 
mg/day, but his condition improved 
again at 400 mg/day. Patient 4, with 
polymycotic infection, had a selective 
response of oral candidiasis, but the 
histoplasmosis infection was unaf- 
fected. Perhaps ketoconazole is more 
effeetive for candidiasis than for his- 
toplasmosis. in immunodeficient pa- 


<i tients, even though H capsulatum was 





sensitive to the drug in vitro. It is also 
possible that this patient was treated 
for an inadequate period. However, 
the severity of her illness and total 
lack of response did not permit pro- 
longed treatment of patient 4. Even 
more uncertain was the effect of keto- 
conazole on Cr neoformans. We recov- 
ered this organism only from the bone 
marrow before ketoconazole treat- 
ment was begun, and it is possible 
that the drug might have cured her. 
Studies from our laboratory indicate 
that ketoconazole is beneficial in 
murine e er ptocoeennts: + However, it is 
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possible that we missed the Cr neofor- 
mans in a sampling error of her bone 
marrow on the second biopsy. 

Patient 5 illustrates the problem of 
relapse when treatment is inter- 
rupted; improvement occurred with 
resumption of therapy. 

Adverse reactions to ketoconazole 
were few. The drug acts by impairing 
fungal cell-wall ergosterol synthesis, 
primarily by impeding methylation at 
the 14-carbon position (H. Vanden 
Bossche, PhD, unpublished data, 
1977). Therefore, one concern we had 
was that ketoconazole might impair 
cholesterol synthesis in man. Four 
patients had at least a transient 
decrease of serum cholesterol levels 
more than 20% less than pretreatment 
values. None had associated symp- 
toms, and the importance of this find- 
ing is uncertain. Multiple laboratory 
test results, including those for com- 
plete blood cell count, urinalysis, 
serum electrolyte, urea nitrogen, ere- 
atinine, total protein, SGOT, alkaline 
phosphatase, serum calcium and phos- 
phorus, and bilirubin determinations, 
and prothrombin time, were all un- 
changed by ketoconazole treatment. 
Because an analogue of ketoconazole 
(but not ketoconazole itself) has pro- 
duced corneal opacities in laboratory 
animals, slitlamp ophthalmologic ex- 
aminations were performed on our 
patients approximately every three 
months. There were no changes seen. 
We have treated patients with sys- 
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temic mycoses with 400 mg/day of. . 
ketoconazole for up to 15 months with 
no important adverse reactions. 
In summary, ketoconazole seems to 
be an effective antifungal agent for 
CMC, even in the setting of severe 
deficiency in CMI. The drug is well 
absorbed when given by the oral route 
and seems to be a fairly safe drug 
based on early-use experience. This is 
a considerable advantage over ampho- 
tericin B, other polyene antibiotics, 
and miconazole. Blood ketoconazole | 
concentrations above the MIC for 
Candida sp are sustained for four. 
hours after an oral dose. Tissue eon 
centrations may be more relevant to 
clinical outcome, but these were not 
measured in any of our patients. Clin 
ical responses indicate that once-daily 
dosage is adequate. Clinical effi 
thus far has been i impressive, althoug 
the number of patients is sma it 
the exception of thrush, manifesta. 
tions of candidiasis clear slowly, a 
protracted therapy is necessary. ` 
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Large Cell Lymphocytoma 


Scott C. Duncan, MD; Harry L. Evans, MD; R. K. Winkelmann, MD, PhD 


* We studied nine cases of cutaneous 
lymphoproliferative disease that shared a 
distinct histologic pattern. The lesions 
consisted of red-to-violaceous, single or 
clustered, deep papules or nodules. They 
proved to be benign on long-term evalua- 
tion. Nodular infiltrates of large, pleo- 
morphic lymphocytes, sometimes ap- 
pearing to be histiocytic and often asso- 
ciated with frequent mitoses, led to the 
diagnosis of lymphoma or reticulum cell 
sarcoma in seven of the cases. Sharply 
marginated, dense clusters of small lym- 
phocytes surrounded or infiltrated the 

`” large cell component, a juxtaposition that 
characterizes large cell lymphocytoma. 
This pattern was not found in patients with 
progressive malignant lymphoma. At 
times, multiple biopsies must be done to 
establish the diagnosis. All patients are 
alive, and none has malignant lymphoma. 
The follow-up periods for six ot the 
patients have been five years or longer. 

(Arch Dermatol 116:1142-1146, 1980) 


he differentiation between ma- 

lignant lymphoma and benign 
lymphoid proliferations in the skin is 
“one of the most serious and trouble- 
, some problems in dermatopathology. 
.. In a recent study, it was found that a 
eutaneous lymphoid infiltrate could 
confidently be considered benign if 
medium-sized lymphocytes were few 
in comparison to both small and large 
lymphocytes, or if the infiltrate con- 
tained irregular aggregates of large 
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lymphocytes that were sharply demar- 
cated or surrounded by small lympho- 
cytes.' In six cases from that study, 
both criteria were fulfilled at once 
because the contrasting groups of 
large and small lymphocytes com- 
posed the entire infiltrate. We have 
since observed this striking pattern in 
three additional patients and, in them, 
the disease has also had a benign 
course. Consequently, we believe that 
this pattern deserves further empha- 
sis and more detailed description. 


METHODS 


We performed a histologic review of 
1,348 cases (on file in the dermatopatholo- 


gy laboratory at the Mayo Clinic) of malig- 
h 


nant lymphoma (389 eases), ly 
ma (319 cases), lympho! 
cases), and reticulum ce 
cases). We also revié 
findings interpre 
cutis (118 cases); 

This revi as 
cases of possible ly 
distinctive ‘ ) 
searched. for ‘sp lly 
made in conjunction with 


been observed for 4!é years or longer. The 


other two patients were examined too 
recently to have this long a follow-up peri- 
0d. 







: FINDINGS 
In nine patients (six women and 





lesions were asymptomatic red or pur- 
ple papules or pink or erythematous 
plaques. Four of the patients had sin- 
gle nodules or plaques located (one 


‘case each) on the nose (Fig 1), fore- 
“head, arm, and back. The other five 


had multiple nodules or nodular infil- 
























e men, aged 29 to 75 years), the 





trated plaques on the sealp or fore- 
head (four patients) (Fig 2 and 3) and 
on the arm (one patient). Among the 
nine patients, there were 32 lesions or 
clusters of lesions. The face and scalp 
(and particularly the forehead) were 
the most common sites of involve- 
ment. More than half the lesions 
occurred on the head and neck. The 
upper part of the trunk and shoulders 
were frequently, and the arms were 
occasionally, involved. There were no 
lesions below the waist. 

Many of the lesions were small and 
easily excised; none recurred. Local 
radiotherapy (800 to 600 R in two 
divided doses within one week with 1 
mm of aluminum at 100 kV) was 
effective for all lesions so treated; the 


, lesions resolved completely in five of 
. Six patients. In two of these patients, 


however, distant lesions, also radio- 


sensitive, developed later. . 
^. Folk 


Ww-üp examination periods of . 
/& to.19 years were available in 
the nine cases (Table). Fol- 
tudies in two cases were less 
ears. None of the patients 


laceous plaque on left 


side of nose (case 7 
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Fig 2.—Erythematous plaques of scalp (case 4). 








Fig 4.—Left, Photomicrograph shows nodularity of infiltrate and sharp juxtaposition of two cell 
types (hematoxylin-eosin, X 40). Right, High-power photomicrograph shows pleomorphism of 
large cell component, frequent mitotic figures, and sharp distinction from small cell component of 
infiltrate (case 2) (hematoxylin-eosin, x 160). 


had died and no internal or nodal 
lymphomatous disease had developed. 
It is of interest that, in two patients, 
seemingly unrelated malignant neo- 
plasms developed. Three years after 
£he lymphomatoid lesion of the arm 
appeared in patient 6, carcinoma of 
the breast developed (at age 78 years). 
This was surgically treated, and she is 
well at age 82 years. Patient 7 was 
treated surgically for a gastric carci- 
noma at age 66 years, six years after a 
single lymphomatoid plaque was ex- 
cised from the nose. He is well at age 
66 years. 


REPORT OF A CASE 


A 47-year-old woman was seen because 
of multiple asymptomatic papules (of five 
months’ duration) of the occipital scalp and 
similar papules (of three months’ duration) 
of the forehead. The papules were red to 
purple and firm; the clinical impression 
was malignant lymphoma. The biopsy 
results were interpreted as reticulum cell 
sarcoma. Results of workup for internal 
involvement were negative. Local radia- 
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tion therapy resulted in resolution of the 
lesions, and the patient was reexamined at 
regular intervals. Four years later, similar 
lesions developed on the middle of her 
back. These lesions also cleared after radi- 
ation therapy. The next year, similar 
lesions (also radiosensitive) appeared on 
the shoulder area. Within the 19 years of 
follow-up examinations, there were 12 epi- 
sodes of papules appearing singly or in 
localized groups. On separate occasions, the 
biopsy results were interpreted as malig- 
nant lymphoma, reticulum cell sarcoma, or 
lymphosarcoma. In review, five of the 12 
biopsied lesions demonstrated typical large 
cell lymphocytoma (Fig 4); the other seven 
biopsy specimens contained both nodular 
and diffuse lymphocytic infiltrates com- 
posed of variable mixtures of large and 
small lymphocytes. All lesions treated with 
radiotherapy resolved. Recently, the pa- 
tient was examined extensively for inter- 
nal disease. All test results were normal 
(including those of bone marrow examina- 
tion, lymphangiography, and liver-spleen 
scan). The new papules that have appeared 
occasionally in recent years have been 
observed without treatment (except for 
biopsy for diagnosis) and have not seemed 


Large Cell Lymphocytoma—Duncan et al 


to progress. The patient remains in good 
health at age 66 years. 


HISTOLOGY 


The overall pattern of the infiltrate 
demonstrated variable degrees of 
nodularity involving all levels of the 
dermis (Fig 5). The heavy dermal 
infiltrate was separated from the 
normal epidermis by a zone of normal 
collagen. The multinodular pattern 
was present without typical germinal 
center formation. The cells infiltrated 
between the collagen bundles and into 
the panniculus from the periphery of 
the nodules. The large lymphocytes, 
which formed the major portion of the 
infiltrate, were pleomorphic and had 
frequent mitoses (Fig 4, right). Abut- 
ting these areas, and surrounding 
them, were small, dense aggregations 
of small, uniform lymphocytes in 
irregular, arcuate patterns. This fea- 
ture was readily apparent when the 
lower-powered objectives were used. 

Nodular areas composed of masses 
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Patient No./Sex/ 
Age at Onset, yr 


Manifestation 


1/F/58 Single purple nodule; 


2/F/47 


3/F/70 


4/M/61 


5/F/48 


6/F/75 


7/M/60 


8/F/50 


9/M/29 


small plaques on 
back 


Grouped small red 
nodules on scalp 


Small purple nodules 
on scalp 


Red nodules and ill- 
defined plaques on 
scalp 


Single plaque on left 
arm 


Grouped plaques on 
right arm 


Purple plaque on 
nose 


Red-to-purple nod- 
ules and plaques 
on forehead 


Erythematous single 


nodule on forehead 


No. of 


Biopsy Specimens 


Pathologic Diagnoses 
Lymphoma; reticulum 
cell sarcoma 
Lymphoma; reticulum 
cell sarcoma 
Lymphosarcoma 


Reticulum cell sarco- 
ma; lymphosarcoma 


Lymphoma 


Lymphosarcoma; re- 
ticulum cell sarco- 
ma 


Reticulum cell lym- 
phoma 


Lymphocytoma cutis 


Benign lymphoid hy- 
perplasia 


Demonstrating 


Large Cell 
Lymphoma 
Pattern/ 
Total No. of 
Biopsies 


5/12 


1/2 


Treatment 


Excision 


Local x-ray Always resolved; 


MOPP* 


Local x-ray Resolved; recurred 


Local x-ray Resolved; no recur- 


Local x-ray Resolved; recurred 


Excision 


Local x-ray Partial clearing 


*MOPP indicates mechlorethamine, vincristine (Oncovin), procarbazine, and prednisone. 
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Fig 5.—Nodular lymphocytic infiltrate with aggregations of dense, small lympho- 
cytes (case 8) (hematoxylin-eosin, x 40). 
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Response 


No local recurrence; 


Present Status 


Good health at age 


Resolved; no recur- 


No recurrence 


Persists 


distant skin lesions 62 yr 


Good health at age 
some recurred 66 yr 

Good health at age 
rence 76 yr 

Good health at age 
once, responded to 70 yr 
more x-ray 


Good health at age 

rence 62 yr 

Cancer of breast at age 
78 yr; no recurrence 
of either at age 82 yr 


once, resolved with 
more x-ray 


Gastric cancer at age 
66 yr; myocardial in- 
farction at age 66 yr; 
alive at age 66 yr 


Good health at age 
51 yr 


Good health at age 
30 yr 





of large, pale, pleomorphie lympho- 
cytes were, in some cases, partially 
surrounded by an abortive rim of 
smaller, darker lymphocytes and re- 
sembled a germinal center in which 
the follicular center cells occupy all of 
the mass (Fig 6). Occasional poly- 
chrome bodies were seen both in these 
areas and in the broad areas of large 
lymphocytes, but this feature was not 
prominent. The number of blood ves- 
sels in the infiltrate was normal or 
slightly increased, and the vessels 
were normal in appearance or showed 
mild thiekening of the endothelium. 

The infiltrate had no affinity for 
adnexal struetures. Although an occa- 
sional hair follicle was found in an 
area of infiltration, it was usually 
separated from the infiltrate by a thin 
zone of normal collagen. 

The infiltrate was characteristically 
nodular, although in some cases it 
spread between the bundles of adja- 
cent collagen and into the panniculus. 
The infiltrate was almost exclusively 
composed of very large, pleomorphic 
lymphocytes and small, darkly stain- 
ing lymphocytes. Medium-sized lym- 
phocytes, eosinophils, plasma cells, 
and giant cells were rare or absent. 
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Fig 6.—Large, pleomorphic lymphocytes and juxtaposed clusters 
of small lymphocytes (case 4) (hematoxylin-eosin, x 250). 


Four of the nine patients (patients 1 
through 4) had, in addition to at least 
one lesion with the histologic charac- 
teristics we describe, one or more 
biopsied lesions that did not have this 
histologic pattern even though the 
lesions appeared to be similar clinical- 
ly. Additional biopsy specimens from 
these patients showed diffuse infiltra- 
tion of large, pleomorphic lympho- 
cytes in the dermis. Nodularity of 
varying degrees was observed but was 
usually not prominent. In specimens 
from two patients, we found sections 
with large and small lymphocytes 
intermingled rather than aggregated 
in distinct masses (Fig 7). This pat- 
tern has been described previously 
and is thought by some to represent a 
benign process.'* In each of our cases, 
these additional specimens were in- 
terpreted histologically as malignant 
lymphoma or reticulum cell sarcoma. 

We looked for but did not find this 
histologic picture of large cell lympho- 
cytoma in our biopsy specimens of 
lymphomatous skin lesions that have 
progressed to or have been associated 
with extracutaneous lymphoma. 


COMMENT 


"Lymphocytoma cutis” is the com- 
mon name of a group. of tumor-like 
lymphoid diseases also known as 
Spiegler-Fendt sarcoid and lymphade- 
nosis benigna cutis. Clinically, the 
lesions are charaeterized by asympto- 
matic single or multiple papules or 
nodules that may be localized or dis- 
seminated, occur more frequently in 
women, may regress spontaneously, 
and may recur. They are also radio- 
sensitive. Generally, the lesions are 
considered benign, although rare in- 
stances of malignant change are 
reported. 

Histologically, two types of lympho- 
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cytoma are well known, the diffuse 
and the circumscribed or nodular.’ 
Typical germinal centers, characteris- 
tie of the nodular variety, may occur 
in either type but need not be present 
for the diagnosis to be made. Howev- 
er, if the germinal center is present 
and is surrounded by a capsule, this 
histologic feature is almost pathogno- 
monic.” Diffuse or nodular lesions of 
lymphocytoma without germinal cen- 
ters are at times impossible to distin- 
guish from malignant lymphomas.*^ 
“Cutaneous lymphoid hyperplasia” 
is a broader term, introduced in 1969 
by Caro and Helwig." It encompasses 
lymphocytoma as well as insect bite 
granuloma and some cases of Jessner 
and Kanoff's benign lymphocytic in- 
filtration of the skin. In Caro and 
Helwig's series, benign lesions gener- 
ally were characterized histopatholog- 
ically by a patchy, rather than diffuse, 
polymorphous . infiltrate, epidermal 
changes, germinal center formation, 
vascular alterations, and few mitotic 
figures. We propose a modification of 
this classification to include large cell 
lymphoeytoma. The diffuse form of 
lymphocytoma, which characteristi- 
cally does not have germinal center 
formation, is often impossible to dis- 
tinguish from malignant lymphoma in 
the cutaneous histologic studies. The 
small cell nodular lymphocytoma, 
which characteristically shows typical 
germinal center formation and lacks 
pleomorphism, usually poses little 
diagnostic difficulty. The large cell 
nodular lymphocytoma, with its large, 
pleomorphic lymphocytes and fre- 
quent mitotic figures, however, may 
often be difficult to differentiate 
from reticulum cell sarcoma or malig- 
nant lymphoma. The difficulty is 
exemplified by the original diagnosis 
of malignant disease in seven of our 
nine cases. The nodular lymphocyto- 


Large Cell Lymphocytoma—Duncan et al 


Fig 7.—Diffuse intermingling of large, pleomorphic lymphocytes 
and small lymphocytes (case 6) (hematoxylin-eosin, x 640). 


ma may not demonstrate either large 
cell or small cell germinal center for- 
mation. 

The malignant potential of lympho- 
cytomas has not been well defined. It 
has been stated that malignant 
degeneration does not occur in a true 
lymphocytoma’ and that patients in 
whom extracutaneous lymphomatous 
malignant neoplasms develop had un- 
diagnosed lymphoma from the start. 
However, several authors have re- 
ported transformation of lymphocyto- 
ma into malignant lymphoma. In one 
patient’ who had lymphocytomas for 
seven years, a lesion recurred after 
x-ray therapy, and the histologic pic- 
ture was that of reticulum cell sarco- 
ma. This patient died of extensive 
reticulum cell sarcoma. In another 
patient" with lymphocytoma, diag- 
nosed after multiple biopsies were 
done during a six-year period, a de- 
structive tumor developed in a preex- 
isting lesion. The new lesion was his- 
tologically diagnosed as reticulum cell 
sarcoma. This relationship was also 
acknowledged by Caro and Helwig“ in 
a report of a case of cutaneous lym- 
phoid hyperplasia that appeared to 
develop as a reaction to a malignant 
process, a lymphosarcoma that caused 
the death of the patient. 

In 1953, Báfverstedt/' stated that 
lymphocytoma (lymphadenosis be- 
nigna cutis) was a benign disorder, 
but he noted its association with non- 
lymphomatous malignant tumors. In 
two patients of the present series, 
seemingly unrelated malignant tu- 
mors developed, a gastric carcinoma 
(patient 7) and a carcinoma of the 
breast (patient 6). These developed six 
and three years, respectively, after 
large cell lymphocytomas were discov- 
ered. 

In 1970, Pegum and Landells'" pre- 
sented a ease similar in many respects 
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| tent with the benignity of the lesion. 
If large cell lymphoeytoma develops 
from typical germinal centers, histo- 


to the cases in our series. In a 35-year 
period, a woman with localized papu- 
lar lesions of the forehead had three 
=; biopsy findings characteristic of lym- 


phocytoma. The lesions were radiosen- 
sitive, but there were local recur- 
rences. Thirty-six years after the ini- 
tial lesion had appeared, an enlarging 
mass more: inflammatory than the 
previous lesions developed in the same 








area. Biopsy specimen changes dif- 
fered greatly from those of the 
vious lesions: the histolog 









um and Landells' description of the 
“malignant histologic findings makes 
us believe that the late lesion called 
"malignant" may have been a large 
cell lymphocytoma. 

In our patients with multiple 
lesions, there were often striking his- 
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was lymphosarcoma. Radiotherapy in- 
duced resolution of the lesion. The. 
patient died eight years later (at age 
88 years) of a vascular accident. 
Autopsy indicated no evidence of lym- 
phosarcoma or other malignaney. Peg- 


current 














as well as nodular infiltrates of only 
one cell type (either small or large 
lymphocytes) and commonly a diffuse 


mixture of the large pleomorphie cells . 
.and small lymphocytes. Our observa- 
"tions indicate that only one typical. 

biopsy specimen of large cell lympho- 
_ cytoma may be sufficient for a benign 






prognosis, irrespective of other con- 
cutaneous : 
findings. Multiple biopsy specimens of 








indeterminate cutaneous lymphoid 






proliferations are mandatory, because 
the large cell lymphoeytoma picture 
could be missed by a single biopsy 
specimen. fis 

Our impression is that the masses of 
large, pleomorphic lymphocytes are 
similar to active germinal center cells, 
and this probability would be consis- 
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histopathologic. 


logic evidence of the progression is 
lacking, for we did not find typical 
lymphocytoma with germinal centers 
oceurring with large cell lymphocyto- 
ma. Clinically, large cell lymphocyto- 
ma falls nicely within the accepted 
criteria for lymphocytoma. Histologi- 


-eally, however, many of the. usual 


signs of benignity are lacking. The 





_lack of typical germinal centers, poly- 
‘morphic infiltrate, and epidermal and 






vascular change, as well as the pres- 
ence of mitotic figures, may lead one 
away from a benign diagnosis. How- 
ever, the nodularity and the distinc- 
tive juxtaposed large masses of large 
lymphocytes and small clusters of 
small lymphocytes define this entity 
and separate it from malignant lym- 
phomas. It appears that this histo- 









‘pathologie picture may be added to 


the features for benign lymphoid 
hyperplasia. 
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Porphyria Cutanea Tarda 


Frederick D. Malkinson, MD, DMD, Leonard Levitt, MD 


€ Six patients with skin changes and 

, urinary porphyrin excretion patterns char- 
acteristic for. porphyria cutanea tarda 

were treated with hydroxychloroquine sul- 

fate therapy. During treatment periods 

ranging from five to 13 months, cutaneous 

‘symptoms disappeared and urinary por- 

“ phyrin excretion abnormalities were com- 
pletely or almost completely reversed. in 

$ three subjects, hydroxychloroquine thera- 
"py was accompanied by changes in the 
"urinary excretion of iron. The first four 

patients, followed up for nine to 24 











and substantial. por 
once more; cutani 






patients were re-treated, and their condi- 
-o tions again improved | nt into remis- 

sion with hydroxychloroquine therapy. In 
two patients, treatment responses were 
lower than those initially seen, despite 
the use of higher drug doses; in the third 








more rapid than that seen during the first 
treatment course. 


he effects of chloroquine on uri- 
„| nary porphyrin exeretion. inop 

tients with porphyria cutanea tarda 
(PCT) were first recognized 
than 20 years ago.’ Initially, tl 
was thought to precipitate or * 
er" previously unrecognized 
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patient, the response to re-treatment was. 











(Arch Dermatol 116:1147-1150, 1980) . 


Ju Hydroxychloroquine Treatment of 


aise, nausea, vomiting, and abdominal 
pain; elevated liver enzyme levels 
(particularly SGOT and SGPT levels) 
were also frequently found. The lat- 
ter observations and the lack of 
increased porphyrin excretion from a 
second drug course given shortly after 
the first prompted studies by Felscher 
and Redeker that elucidated the 
pathomechanism of these findings. 


. "These authors showed that porphyrin- 


uria induced by chloroquine was 
accompanied by substantial depletion 
of uroporphyrin in liver biopsy sec- 
tions. Microscopic changes of central 
lobular necrosis in liver biopsy speci- 
mens were also found in one of their 
patients.” Later studies by Scholnick 
et al’ demonstrated that, in chemically 
induced porphyria in rats, chloroquine 
forms a water-soluble complex with 
hepatic porphyrins, thereby promot- 


, ing their excretion. In this laboratory 


investigation, porphyrinuria occurred 
in the absence of hepatotoxicity. 


.. The observation of chloroquine- 


ced porphyrinuria led to the first 
ses of this compound for 


the served. Subse- 
y, several reports appeared doc- 
ing the ‘effectiveness of low- 
dose chloroquine therapy in producing 
long-lasting. remissions in PCT with 
n inconsequential drug-induced 
















results and extended remissions have 


‘patients, in some series." 

However, careful long-term studies 
d follow-up observations of individ- 
ual patients have been lacking in most 
of the reports published to date. Our 
own experience with a small number 
of cases followed up carefully for peri- 
ods of up to 3% years confirms the 
efficacy of chloroquine, or hydroxy- 


- chloroquine sulfate, therapy, but pro- 
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ymptoms.""* Successful treatment. 


been described for large numbers of: 


















































vides a more sober assessment of the 
long-term usefulness of these drugs 
than has been emphasized previous: 


ly. 
CASES AND METHODS. . 


Over a 3'%-year period, six adults (fo 
men and two women) with a diagnosis. 
PCT were treated with hydroxychloi 
quine in the Department of Dermatolo, 
at Rush-Presbyterian-St. Luke's Medi 
Center, Chicago: The patients’ ages ranged 
from 88 to 65 years when they were first. 
seen. All six complained of fragility and 
blistering of sun-exposed skin sites, prin 
pally over the dorsa of the hands a 
fingers; three had facial hypertrichos' 
two had hyperpigmentation in sun-exposed 
sites; two had facial violaceous erythema” 
with conjunctival hyperemia; one had sele- 
rodermoid changes, principally in sun-, 
exposed areas; and one complained of dark 
urine. The duration of symptoms before 
the patients’ first visits ranged from two 
months to two years (average, eight. 
months). Ethyl alcohol intake was heavy in: 
two patients, moderate in two, minimal in 
one, and absent in one (patient 1). None-o 
the patients had received estrogen thera 
py. There was no history of exposure to 
toxic substances other than ethyl alcohol in. 
any of the patients. One patient (patient 1) 
had a brother and a nephew (the brother's 
son) in whom PCT had been diagnosed 
elsewhere. 

With the exception of patient 1, diagnos- 
tic evaluations, pretreatment studies, and 
hydroxychloroquine therapy were carried 
out on an outpatient basis. Initial laborato- 
ry studies in all patients consisted of a 
complete blood cell count (CBC), utinalysis, 
liver chemistry studies, and 24-hour urine. 
colleetions for uroporphyrin, coproporphy-: 
rin, and iron. In five of the six eases, serum. 
iron and iron-binding capacities were also 
done. In all patients except patient 4, in 
tial CBCs were normal. Patient 4 had 
mildly depressed WBC count (3,600/eu 
mm) that subsequently remained at about 
the same level, unaffected by hydroxychl 
roquine therapy. Liver chemistry stud 
results were abnormal in five patients. 1 
patients 1, 2, 5, and 6, the SGPT level 
ranged from 39 to 100 IU (normal, 5.to 30^ 
IU); in patient 4, the SGOT level was 63 TU 





' (normal,.6..to 85 .1U). Twenty-four-hour 


uring porphyrin exeretion level was consid- 
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erably elevated in all patients (Tables 1 
through 6). The 24-hour urine iron excre- 
tion level was initially elevated in two 
cases (patients 2 and 6). In all five patients 
in whom they were determined, initial 
serum iron levels were normal; however, in 
two of these, serum iron-binding capacities 
were 318 ug/dL and 325 ug /dL (normal, 350 
to 450 ug/dL). In these five patients, the 
percentage transferrin saturation values 
were normal. 

After laboratory confirmation of PCT, 
oral hydoxychloroquine sulfate therapy 
was begun at low-dosage levels of 100 mg 
every other day, or three times weekly, for 
one month. The dosage was then inereased 
to 200 mg every other day for one month, 
after which the patient received 200 mg 
daily. Depending on the rate of reduction 
in urine porphyrin excretion, we increased 
the hydroxychloroquine sulfate dosage to 
300 mg daily after four to seven months 
and, as necessary, to 400 mg daily after 
another four months. Responses to treat- 
ment were evaluated by quantitative 24- 
hour urine porphyrin determinations at 
two-month or greater intervals, and usual- 
ly by 24-hour quantitative urine iron deter- 
minations carried out at the same time. 
Hydroxychloroquine therapy was contin- 
ued until the urine uroporphyrin excretion 
level was at normal or near-normal levels. 
In three cases (patients 2, 5, and 6), uropor- 
phyrin levels ranged from 15 to 26 ug/24 hr 
(normal, < 26 ug/24 hr) at the termination 
of therapy. In the other three cases (pa- 
tients 1, 3, and 4), uroporphyrin excretion 
levels were 171, 122, and 281 ug/24 hr, 
respectively, when treatment was stopped. 
No attempt was made to alter the patients' 
ethyl aleohol intake throughout their 
courses of therapy. 

All patients treated were reexamined at 
three-week to two-month intervals, and all 
remained asymptomatic throughout their 
treatment courses. To assess drug toxicity, 
we obtained periodie CBCs, SGPT and 
SGOT determinations, and urinalyses. 
Ophthalmologie examinations were per- 
formed by an ophthalmologist every two to 
three months during the course of hydrox- 
y yehloroquine therapy. No adverse laborato- 

ry reactions to the drug were observed 
necessitating treatment modification, al- 
though SGPT and SGOT determinations 
were done infrequently. All patients expe- 
rienced complete remission of blister for- 
mation and skin fragility, usually within 
four to seven months after treatment was 
begun. All other cutaneous changes also 
improved or disappeared during or after 
the course of therapy. The total duration of 
hydroxychloroquine treatment averaged 
_nine months (range, five to 13 months). 


Four patients (patients 1, 2, 4, and 6) : 


showed abnormal urine iron excretion. In 
patient 1, who initially had normal iron 
exeretion levels, markedly elevated levels 
developed during hydroxychloroquine ther- 
apy (Table 1) The iron exeretion level 
subsequently returned to normal with con- 
tinued treatment. In patient 4, who ini- 
tially had normal urine iron exeretion lev- 
éls, greatly elevated levels developed on 
relapse nine months after a successful 
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< coursed of hydroxychloroquine 


patient 2, this fell into the normal rang: 


Table 1.—Patient 1 (64-Year-Old Woman) 





Excretion 



















Uroporphyrin, Coproporphyrin, iron, ; w 
19/24 hr ng/24 hr ug/L Hydroxychioroquine 
Date* (Normal, < 26) (Normal, < 160) (Normal, < 100) Sulfate Dose 

















































3/26/76 2,249 20. 88 0 

3/29/76 2,106 Not done 110 100 mg three times weekly 
4/19/76 2,818 456 720 200 mg three times weekly 
6/24/76 388 160 200 mg daily 
























































11/2/76 171 57 x O.1t 0 
6/9/77 333 84 Not done 0 
7/19/78 1,095 218 0.071 0 
2/21/79 398 133 Not done 400 mg daily 
5/3/79 234 92 Not done 400 mg daily 
8/24/79 100 84 -0.14f 0 : 





*The first course of hydroxychloroquine sulfate treatment was given from March 29 to Aug 20, 
1976. The second course of treatment was given from Aug 14, 1978 to Nov 1, 1979. 

TUnits changed from micrograms per liter to milligrams per 24 hours, with normal «< 0.15 mg/24 
hr. 


Table 2,—Patient 2 (38-Year-Old Man) 


“Excretion 
MITTIT TT inii irem me aiio t ta 
Uroporphyrin, Coproporphyrin, iron, 
png/24 hr 49/24 hr mg/24 hr 
(Normal, < 26) (Normal, < 160). (Normal, < 0.15) 


Hydroxychioroquine 
Date* Sulfate Dose 


10/20/76 





«0.01 300 mg daily 


9/17/78 402 357 0.15 0 
9/11/79 248 97 0.30 


400 mg daily 





*The first course of hydroxychloroquine sulfate treatment was given from Nov 18, 1976 to July 15, 
1977. The second course of treatment was given from Sept 17, 1978 to Sept 11, 1979, after which the 
patient was unavailable for follow-up evaluation. 





Table 3.—Patient 3 (52-Year-Old Man) 






Excretion.” 

















Uroporphyrin tron, 
x mg/24 hr Hydroxychioroquine 
(Normal, = 0.15) Sulfate Dose 
0 









704 
; 200 mg daily 
200 mg daily 



























4/8/79 — 
8/25/79 - 
9423/79 



















“oo * The tirst course of hydrox 
1877. The second course of tr 





e 4) Patients 2 and: initially 
ted urine iron levels before therapy; 


during the first eight months of treatment 
(Table 2). Patient 6 still showed an elevated ^. 
urine ion excretion level five to seven 
mohths after treatment was begun, with a 
sevenfold inerease more than the original 
level; the next urine iron determination, 
obtained 15 months after treatment, was 
normal (Table 6). 


fate. Patient 1 receive 100- mir daily for 
ten days, 200 mg daily for three months, 
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Date* 





Table 4.—Patient 4 (63-Year-Old Woman) 


Excretion 





Uroporphyrin, 
pg/24 hr 
(Normal, < 26) 


Coproporphyrin, 
9/24 hr 
(Normal, < 160) 


iron, 
mg/24 hr Hydroxychioroquine 
(Normal, = 0.15) Sulfate Dose 





12/15/77 


1,298 


382 





4/3/78 


2,171 


281 


0.08 0 
0.1 200 mg daily 








6/14/78 


324 





8/21/78 


331 


174 
82 





10/23/78 


191 


105 





12/14/78 


215 


87 





2/19/79 
11/8/79 


281 
3,281 


150 
344 





0.02 200 mg daily 
Not done 300 mg daily 
Not done 300 mg daily 
Not done 200 mg twice daily 
Not done 200 mg twice daily 
13 0 








*Hydroxychloroquine sulfate treatment was given from Jan 19, 1978 to Feb 19, 1979. 





Date* 
8/14/78 


Table 5.—Patient 5 (54-Year-Old Man) 


Excretion 





Uroporphyrin, 
pg/24 hr 
(Normal, < 26) 


1,287 





10/16/78 
04/25/79 


104 


Coproporphyrin, 
pg/24 hr 
(Normal, < 160) 


449 
66 





Iron, 
Hydroxychioroquine 
Sulfate Dose 


mg/24 hr 
(Normal, < 0.16) 


Not done 0 








0.07 200 mg daily 


300 mg daily 


*Hydroxychloroquine sulfate treatment was given from Aug 14, 1978 to April 25, 1979. 





3/6/78 
5/8/78 





10/5/78 
















12/31/79 


300 mg daily for ten days, and, finally, 400 

mg daily until her uroporphyrin level was: 
100 ug/24 hr. The duration of th 
4reatment period for. this. patien 
about 14 months. Her urine uroporph. 
level was still considerably e 
81e months of therapy, comp: 
five months required for the 


< ment course. In patient 2; the h 


~yoquine sulfate: d 
“for two weeks, 200 m, 
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Table 6.—Patient 6 (47-Year-Old Man) 


Excretion 


, Coproporphyrin, 


19/24 hr 


iron, 
mg/24 hr 
(Normal, < 0.15) 


Hydroxychloroquine 
Suifate Dose 








Not done 
0.01 





ourse. However, the 
rphyrin levels had 
values after five 


nd repeated. determinations of 
vexeretion levels had not 
e (Table 6). Patient 6 had shown 
ine-porphyrin levels 15 months 
(Table 6). 

‘effects attributable to 
roquine were observed in any 





irses.. ; 
Düring all courses of drug therapy, 
droxychloroquine dosages were arbi- 
rily raised either in the hope of short- 


“ening overall treatment periods or in 


response to unusually slow reductions in 
urine uroporphyrin excretion. Some treat- 
ment and re-treatment courses were pro- 
longed beyond the time of chemical 
response as we became aware of the unex- 
pected posttreatment recurrence rate, 
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ts during their re-treatment < 


COMMENT 

We observed uniformly good results 
using long-term, low-dose, then high- 
er-dose, hydroxychloroquine therapy. 
in the initial treatment of PCT. All six’ 
patients in this study responded to 
hydroxychloroquine therapy without 
development of adverse reactions. The 
duration of treatment required to 
obtain a satisfactory result varied 
greatly, ranging from five to 13 
months, and was not a function of 
either the length of time the symp- 
toms had been present or the initial 
level of uroporphyrin or total porphy- 
rin excretion in the urine. a 

Since we initiated therapy with 
small doses of hydroxychloroquine, 
the severe, symptomatic adverse reae-. 
tions reported by others? using short- 
term, high-dose chloroquine . were 
avoided. By slowly increasing the. 
doses of hydroxychloroquine sulfate, 
we were then able to use safely doses. 
(up to 400 mg/day) that might h 
eaused severe reactions in at least 
some patients if given initially. Also; 
by slowly inereasing the. doses of 
hydroxyehloroquine, we ‘were able to. 
avoid any lack of response to low-dose 
therapy, as had been reported in the. 
past. All of our cases showed notable. 
decreases in porphyrin excretion lev- 
els within eight months after initia- 
tion of treatment. es 

The first four patients treated (pa- 
tients 1 through 4), however, had 
relapse within a relatively short time 
(nine to 24 months) after completing 
their first courses of treatment. 
(Among these patients, it should be. 
emphasized again that patient 1 
abstained from ethyl alcohol.) Al- 
though our case numbers are small, 
this is in sharp contrast to the results: 
of Kordác et al" who reported, in a 
large series of patients, remissions 
lasting for at least 20 months, and. 
many for more than four years, after. 
initial successful treatment with low-- 
dose chloroquine. On the basis of our 
experience to date, it seems that an. 
overly optimistic view prevails con 
cerning long-term treatment results 
with antimalarial drugs in PCT, While 
these results might be improved by a. 
continued period of therapy after por- 
phyrin exeretion becomes normal, 
increased treatment risks, especially” 
in regard to retinopathy, might be: 
eneountered. d 

Three of our four patients who hà 
relapse were ré-treated with hydrox- 
ychloroquine, but with an accelerated 
dosage schedule. Following reinstitu- 
tion of hydroxyehloroquine sulfate 
treatment with 100 mg orally daily, or 
200 mg orally every other day, we 
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- 200 mg orally every other day, we 
"inereased the dosage to 200 mg daily 
by the end of the second. week of 
therapy. After the first month of 
re-treatment, we increased drug dos- 
ages to as high as 400 mg daily. In 
patients 1 and 2, the re-treatment 
periods were longer than the initial 
treatment course. In patient 3, the 
re-treatment period was shorter than 
the initial treatment course. No 
adverse symptoms were associated 
with the accelerated dosage schedule 
used for these three patients. The 
higher doses of hydroxychloroquine 
did not have a consistent effect on the 
length of the re-treatment period as 
compared with the initial treatment 
period, and it is unclear whether this 
.aecelerated dosage schedule will im- 
prove the long-term treatment results 
in these patients. 

Four of our cases had documented 
abnormal urine iron excretion levels. 
Patient 1, whose urine iron levels were 
observed closely and had been re- 
ported previously,'^ had a normal iron 
exeretion level before therapy. After 
initiation of treatment, the iron excre- 
tion level rose to its maximum (seven 
times the normal) level within about 
six weeks, and then declined to normal 
levels (Table 1). This rise and fall in 
iron exeretion levels with treatment 
may mirror a similar rise and fall in 
porphyrin exeretion levels (Table 1). 
Our experience with this patient is 
similar to that of Taljaard et al,” who 
found, in five of eight patients treated 
with chloroquine, that a considerable 
increase in urine iron excretion 
occurred in the first few weeks of 
treatment, followed by a return to 
normal levels with continued therapy. 
But our patients 2 and 6 had an ele- 
vated urine iron excretion level before 
treatment, and patient 4 showed 
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greatly inereased urine ii 
levels on posttreatment. relapse: nine 
months after . hydroxychloroquine 
therapy had been stopped. (The initial 
iron exeretion level had been normal 
in this patient.) With treatment, the 
iron.exeretion level fell to the normal 
range in patient 2. In patient 6, there 
was a delayed increase in iron exere- 
tion level, with a subsequent fall to 
normal levels demonstrable after 
treatment. ` 

In reviewing their data on iron 
excretion, Taljaard et al' postulated 
that, apart from an increased excre- 
tion level of ehloroquine-porphyrin 
complexes, the mechanism of action of 
chloroquine might be similar to that of 
phlebotomy in the treatment of PCT. 
Both forms of therapy eaused deple- 
tion of stored iron, but in. amounts 
that were usually small in comparison 
with total body stores. They sug: 
gested that beneficial effects. from 
both treatment modalities resulted 
from the mobilization and removal of 
a particular fraction of the liver iron 
stores essential for the continued 
overproduction and accumulation of 


porphyrins in the liver." A more:spe-. 


cifie role for iron in the pathogenesis 
of PCT was suggested by the studies 
of Kushner et al.'*'* These investiga- 
tors showed that ferrous iron caused 
in vitro inhibition of certain enzymes 
in the heme biosynthetic pathway, 
namely, uroporphyrinogen III cosyn- 
thetase (the coenzyme involved in the 
conversion of porphobilinogen to uro- 
porphyrinogen III) and uroporphyrin- 
ogen decarboxylase (which catalyzes 
the conversion of uroporphyrinogen I 


or III to pobroporp einoee Uor r ID. oe 


Iron inhibition of these en 
to the accumulation of 
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Hydroxychloroquine 


l. Hunter GA, Donald GF: The treatment of 


coproporphyrin found in PCT, Kush- 


determined decrease in the activity of 
uroporphyrinogen decarboxylasegdbut 
suggested that clinical and laboratory 
evidence of the disease might not 
develop in these patients until hepatic 
siderosis was also present. 

Our study shows that low- and then 
higher-dose hydroxychloroquine ther- 
apy for PCT is safe. However, the 
treatment period is prolonged, and 
one is obligated to look.for possible 
side effects from the drug. by follow- 


"ing up patients with frequent CBCs, 


urinalyses, liver enzyme tests, and 
ophthalmologie examinations. It was 
also suggested previously that initial 


.RBC glucose-6-phosphate dehydro- 


genase (G-6-PD) determinations be 
obtained before initiating chloroquine 
or hydroxychloroquine therapy. How- 
ever, contrary to popular belief, nei- 
ther drug induces hemolysis in G- 
6-PD-deficient individuals.” 

- Earlier studies of PCT therapy were 
carried out with chloroquine. To our 
knowledge, this study is the first re- 
porting the use of long-term, low-dose 


wand. then higher-dose hydroxychlo- 


roquine therapy. Although one might 
expect that efficacy and treatment 
results with these two compounds are 
equivalent, this has not been estab- 
lished by careful comparison of drug 
effects in PCT. Whether the use of 
hydroxychloroquine rather than chlo- 
roquine results in a lower incidence of 
drug toxicity has not been definitively 
demonstrated to date. 
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A Reinvestigation of Solar Lentigines 


William Montagna, PhD; Funan Hu, MD; Kay Carlisle, MS 


* Solar lentigines were reinvestigated 
by a number of different methods to gain a 
better perspective on their structure. In 
histologic sections and dopa preparations 
of split skin, large numbers of melano- 
cytes were seen crowded at the base of 
the clubbed, budding rete ridges. In split- 
skin preparations, the scanning electron 
microscope showed complex systems of 
ridges, columns, and craters on the 
underside of the lentiginous epidermis. 
Oval bodies measuring 15 to 30 u, with 
dendrites, were numerous at the apices of 
the complex epidermal ridges; these 
bodies were presumed to be melanocytes. 


-in transmission electron micrographs of 


lentigines, the. melanosome complexes 


inside the keratinocytes were much larger 


than those found in noninvolved skin. The 


'complex .and distinctive architecture of 
these maculae is probably the result of. 


concurrent proliferation of melanocytes 
and keratinocytes. 
(Arch Dermatol 116:1151-11 dn 1980) 





cles,"* but because of . the. limitations 
imposed by the techniques used in 
these earlier studies, certain questions 
regarding their microscopic anatomy 
remain to be clarified. We reinvesti- 
gated solar lentigines, using several 


methods that enabled us to obtain new™: 


perspectives on their strueture. We 
found that the architecture of the 


maculae is much. more complex and: | 


distinctive than has. been reported. 


E MATERIALS AND METHODS . 
Eight specimens of: lentigines,. -gun 


ar-old men; using 2-,4-, and 6-m 
nches; the: specimens. were pri 
is 


D the histopa: 
Sehool of Medici 


study, tissues. were 
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in a 4% buffered neutral formaldehyde ; 








solution and prepared for paraffin section- 
ing. The slides were stained with hematox- 
ylin-eosin or by a modified acid orcein 
Verhoeff technique.” Blood vessels were 
studied in thick frozen sections prepared to 
demonstrate alkaline phosphatase activi- 
iy^ nerves were demonstrated in thick 
sections treated with a modified. cholines- 
terase technique.” 

Specimens for transmission electron mi- 
croscopy were fixed in 2.5% glutaraldehyde 
plus 2% paraformaldehyde in 0.08M. phos- 
phate buffer overnight,” washed in Mil- 
lonig’s buffer," and postfixed for two 
hours in 1% osmium tetroxide. After osmi- 
cation, the pieces were dehydrated in a 
series of graded alcohol solutions and 


embedded in epoxy resin.” Ultrathin sec- 


tions were stained with uranyl acetate and 
lead citrate and then examined with an 
electron microscope (Philips 200 or 300). 
For split-skin preparations, the speci- 
mens were incubated in a 1N sodium bro- 
mide solution." Some of the split epidermis 
was ineubated in 0.1% levodopa in phos- 
phate buffer for three hours at 37 ^C, fixed 


4n a 4% buffered neutral formaldehyde 


solution, dehydrated, and mounted on glass 
slides. 

Other samples of split skin were fixed, 
dehydrated, processed in a fluorinated 
refrigerant (Freon TF), and air-dried. The 
tissues were mounted on stubs and coated 
with a 200-A layer of gold-palladium, using 
a sputter coater (Technics). The specimens 
were examined and photographed with a 
scanning electron microscope (AMR 1000). 


RESULTS 
Structure 




















There may or may not 
ry. canals. and orifices of eccrine 


SW glands en the surface of lentig- 
ines. 





“Tn Hitolopte preparations, lentig- 


ines are sharply delineated from the 


surrounding skin. by the presence of 


crowded, long and short, thick and ' 
thin, often branched, bulb-like bud- 


ding configurations (Fig 1). Some of 





m connecting bridges. 
hanges'appear to be the result of 


“increased keratinocyte proliferation. 


The epidermis of the surrounding skin 
has the typical flattened underside of 
sun-damaged, aged skin. Other than 
the downward growths, the epidermis 
of lentigines is similar to that of sur- 
rounding skin. Lentiginous epidermis 


“crowded at the base of the rete ridges 


villi, measuring 1 x 10 to 12 u (Fig 6). 
: Mierovilli occur nearly everywhere oti: 


‘ridges fuse at the lower end and 
These. - 
gines as they are in noninvolved: 
skin. At the apices of some of the. 


has larger numbers of clear cells or 
melanocytes insinuated between the 
basal cells than surrounding skin. In 
dopa preparations of split skin, the 
many melanocytes can be seen 


(Fig 2). 

The struetural configuration of len- 
tigines is seen best in split-skin prepa- 
rations. The underside of the epider- 
mis of aged, sun-exposed skin is gen- 
erally flattened and has no apparent 
epidermal ridges except immediately 
around the cone-shaped epiderniat 
portion of eccrine sweat gland duct. 
and around the junction of the pilary 
canals of hair follicles (Fig 3). The 
wrinkles visible on the outer surface 
can be seen clearly on the underside of 
the epidermis as sulci completely free” 
of: epidermal. understructure (Fig. 3 
the epidermis of wrinkles is very thin, . 
pinched between grooves on the upper ` 
and lower surfaces. The differences 
between involved and uninvolved epi- 
dermis are so clear that they can be 
distinguished even at low magnifie 
tions (Fig 3). The underside of a len- 
tigo is characterized by great numbers 
of crowded epidermal ridges and col- 
umns; many of these come together at 
their bases and fuse to form a plate 
pockmarked by craters or patterns 
resembling chain-link mail (Fig 4), 
from which rounded epidermal cok 
umns descend deeper into the dermis. 
Structurally, the various lentigines < 
are similar but not identical; some, 
probably the younger ones, are mostly. 
composed of unfused epidermal col- 
umns (Fig 5). The wrinkles that tra- 
verse these dense accumulations of 
epidermal protrusions flatten them < 
out in their path (Fig 4). 

In the uninvolved epidermis around 
lentigines, the lower surfaces of basal 
cells in apposition with the dermis are © 
fashioned into densely packed miero- 


the lower epidermal surface and are as ` 
well developed in the basal cells; 
between the protuberances of the len- 


epidermal ridges and columns, micro- 


villi are sparse and short (Fig 7). On. 
the flattened epidermis that outlines: 
the wrinkles, the microvilli are about 
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Fig 1.—Histologic section of lentigo, with downward epidermal 
proliferations and mild perivascular infiltrate (hematoxylin-eosin, 


x 180). 





Fig 3.—Undersurface of epidermis; lentigo is outlined by arrows. 
Epidermal ridges are apparent around ducts of eccrine sweat 
glands (E) and junction of hair follicle (H). Wrinkles (W) and scar 


(S) can also be seen ( x 30). 





Fig 5.—Epidermal undersurface showing transitional area of 
lentigo (left) and uninvolved skin (right). This lentigo is mostly 
composed of unfused epidermal columns. Eccrine gland (E) and 
hair follicle (H) are also present ( x 85). 
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Fig 2.—Split epidermis treated with dopa. Lentigo is distinguished 
from surrounding skin by bud-like ridges (x 63). Inset, Large 
numbers of melanocytes crowded at bases of rete ridges 


( x 160). 





Fig 4.—Undersurface of epidermis of lentigo. Many ridges fuse at 
base (arrows) and form plate pockmarked by craters in patterns 


resembling chain-link mail ( x 72). 


Fig 6.—Epidermal undersurface of uninvolved skin traversed by 
wrinkle (W). Basal cells of uninvolved skin have densely packed 
microvilli (M), but flattened epidermis of wrinkle has few or no 
microvilli. Melanocytes with dendritic processes are indicated by 
arrows ( x 550). 
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Fig 7.—Ridges on epidermal understructure of lentigo. Microvilli 
can be seen in recessed areas between ridges (arrow). Light, oval 
bodies (O) are probably young melanocytes ( x 550). 


Fig 9.—Surface of dermis of lentigo mirrors 
epidermal understructure ( x 285). 


Viewed at higher magnifications 
(150 X), light bodies can be discerned 
on the underside, just beneath the 
level of the basal epidermal cells. The 
light oval bodies, and particularly 
those at the apices of the ridges in 
both lentigines and surrounding skin, 
measure 10 to 15 u (Fig 7). Over the 
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Fig 10.—Dermal surface of lentigo from Fig 
*9, at higher magnification. Papillary der- 
mal. projections have small irregularities 
and scalelike protrusions that are in con- 


tact. with microvilli of ^ epidermis 


(x 2,200). 


smooth areas, and particularly in the 
wrinkles, are flat, plate-like bodies, 
about 15 to 30 u (Fig 6 and 8). Some of 
these bodies have dendritie processes. 
Since their surfaces are smooth, the 
objects appear light in scanning elec- 
tron micrographs. The bodies in the 
area of lentigines are predominantly 





Fig 8.—Undersurface of wrinkle. Flat, plate-like bodies (P) with 
dendrites in smooth areas measure 15 to 30 y and are probably 
mature melanocytes ( x 825). 


oval, whereas in the surrounding non- 
involved epidermis they are mostly 
plate-like. All of these structures are 
melanocytes; the smaller ovals are less 
mature. 

The surface of the dermis in apposi- 
tion with the epidermis is a mirror 
image of the epidermis (Fig 9). The 
strueture of the dermal surface often 
gives a better image of the epidermal 
architecture, particularly when this 
has tortuous spaces that are screened 
from view (Fig 9 and 10). Viewed 
under higher magnification, the der- 
mal surface is covered with small 
irregularities and scalelike protru- 
sions that reflect contact with micro- 
villi. 


Pigmentation 


Histologic preparations and scan- 
ning electron micrographs have shown 
that the number of melanocytes 
increases in solar lentigines. There, 
the melanocytes occur singly between 
the basal keratinocytes at a higher 
frequency than the normal ratio of 
one clear cell to every three to five 
basal keratinocytes, or they may occur 
as small aggregates at the dermoepi- 
dermal junction. Some melanocytes 
are even present above the basal 
layer. Under the electron microscope, 
the melanocytes, even in the sur- 
rounding, apparently uninvolved skin, 
contain normal-appearing melano- 
somes as well as melanosome com- 
plexes (Fig 11) The keratinocytes 
everywhere, but particularly in the 
lentigines, are often laden with mela- 
nosome complexes. The size of the 
complexes varies greatly, but they are 
generally larger than in the keratino- 
cytes of uninvolved skin. 

A mild perivascular infiltrate is 
often present in the upper dermis of 
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Fig 11.—Transmission electron 
micrograph of dermoepidermal 
junctional area of lentigo. Kerati- 
nocytes (K) are laden with mela- 
nosome complexes, and aggre- 
gate of three melanocytes (M) 
can be seen above basement 
membrane (BM) ( x 2,700). Inset, 
Enlargement of melanosome 
complexes in keratinocyte 
(x 9,100). 


solar lentigines. The infiltrate is 
sometimes substantial and consists 
largely of mononuclear cells, with a 
few melanin-containing macrophages. 
The significance of this infiltrate is 
not known. 


COMMENT 


The findings we have described sin- 
gle out solar lentigines as areas of 
increased epidermal growth with a 
concomitant proliferation of melano- 
cytes. We have concluded, with the 
other investigators who have studied 
these plaques, that solar lentigines are 
benign neoplasms with a distinctive 
architecture. There must be factors 
within the epidermis or dermis that 
control the development of the unique 
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features we have just described. 
Some lentiginous lesions, and espe- 
cially the solar type, show inflamma- 
tory infiltrates. Therefore, some of 
the small oval bodies we have seen on 
the underside of the epidermis with 


the scanning electron microscope 
could be mononuclear dermal cells 
invading the epidermis, even though 


we have thus far found little evidence” 





of such transmigration. However, we 
believe that these ,sübepidermal. 
bodies are Mee en MEUS 


Normal epiderma 
characterized by thei 
gle melanosomes 
of development 
the color of the 
melanosome com 











metanil yellow counterstaining? 
tol 42:199-202, 1967. 
8. Gomori G:. Microscopie Hither try: 


Principles and Practice. Chicago, University eb. 


Chicago Press, 1952. 


9. Roman NA, Ford DM, Montagna W: The 3s 
demonstration of cutaneous nerves. J Invest Der- " 


matol 53:328-331, 1969. 

10. Russel NJ: Epidermal Ultrastructure Dur- 
ing Wound Healing in Chick Embryos, thesis. 
Graduate School of the University of Minnesota, 
Minneapolis, 1972. 

11. Millonig G: Further observations on a phos- 
phate buffer for osmium solutions in fixation, in 

eese SS Jr (ed): Fifth International Congress of 













‘human dermis.» 


Lo TPE 


to indicate a malfunction. In the light- 
ly pigmented skin of whites, the kera- 
tinocytes commonly contain small 
complexes of two to five melano- 
somes. In lentigines and nevi the-em- 
plexes are larger, and sometimes indi- 
vidual complexes contain hundreds of 
melanosomes and become giant mela- 
nosome complexes. We have concluded 
that the melanosome complexes in 
epidermal melanocytes, the large 
number of melanosomes in the com- 
plexes, and the alterations in melano- 
some ultrastructures are indications 
of malfunctioning melanocytes.'^ Fur- 
thermore, the concurrent proliferation 
of melanocytes and keratinocytes in 
the epidermis is either an indepen- 
dent occurrence or a response to the 
same stimulus. 

In his discussion of the evolution of 
solar lentigines, Mehregan® com- 
mented on the relationship between 
lentigo and the reticulated pigmented 
type of seborrheic verruca. While pri- 
marily keratinocytes are involved in 
reticulated seborrheic verruca, mela- 
nocytes are not completely idle; they 
have increased melanogenie activity 
as expressed by dark pigmentation 
and numerous melanosome complexes 
in the keratinocytes. We believe kera- 
tinocytes and melanocytes, according 
to the nature of the stimulus and the 
inherent properties of individual cells, 
can respond in three ways: both cell 
types can respond similarly; the two 
types can respond independently; or 
both can respond, but to different 
degrees. The last possibility may be 
the case in solar lentigo, in which 
keratinocytes respond more vigorous- 
ly than melanocytes. 
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* Case Reports 








- Report of a Case 


Robert J, Thomsen, MD 







e A female infant 
birth had lesions 
necrosis at the age 
had problems with poor eeding, frequent 
vomiting, and failure to th 

` cemia was discovered at the age of 28 
days and she died at 111? weeks despite 
return of the serum calcium level. to 
normal with oral prednisone therapy and a 
diet low in calcium and devoid of vitamin 
D. Fourteen other cases of idiopathi 












full-term with perinatal ‘complicat ni 
The dd Ii was usually à 





ve. Hypercal- . 


























hypercalcemia in patients with subcuta- 
neous fat necrosis of the newborn have: 
been reported. Most of these infants were: 


Subcutaneous Fat Necrosis of the Newborn 
and Idiopathic Hypercalcemia 


pone oe fat necrosis (SFN) of 
the newborn is an uneommon dis- 
order characterized by mobile, firm, 
subcutaneous plaques appearing in 
the first week to month of life. The 
condition requires no treatment and is 
usually associated with a benign 
course. Fifteen patients who have 
been described, including the patient 
described here, have had both SFN 
d hypercalcemia. Physicians caring 
ants with subcutaneous fat 

wd be aware of the symp- 

f hypercalcemia, 
lent may avert 
bserved a 


t. Her mother had hee gravid. five: 
is, aquadripara with one abortion, and 
as healthy. Delivery was complicated by 
placenta previa, The birth weight was 4.143 
ky (large. for gestational age). The infant 
was anoxic at, birth, and oxygen was given. 


¿right side of the jaw, the extensor surfaces 


pgar scores were 3 at one minute, 5 at 
five minutes, and 8 at ten minutes. She was 
noted to-be lethargic, hypotonic, cyanotic, 

and apoor feeder, On the first day of life, 
she was given a seven-day course of ampi 








Subcutaneous Fat Necrosis-- Thomsen 


























cillin sodium orally for presumed: sepsis 
Stool, blood, and spinal fluid cultüres were 
negative. She was discharged from. the 
hospital on the seventh day of life despit 
poor feeding. 

At the age of 16 days, her mother noted 
firm lumps under the skin on the right side: 
of the jaw; on the next day, similar lesion: 
appeared on the upper part of the arms, . 
thighs, and back. There was no history of” 
excessive eold exposure, vitamin D supple- 
mentation, or fevers. She was referred fo 
evaluation at the age of 21 days. 

The patient's weight was 4,010 g. Sys- 
temic examination results were unremark- 
able except for slight muscle hypotonia. 
Her facial features were normal. Examina- ` 
tion of the skin showed multiple subeuta- ^ 
neous nodules 0.5 to 2 em in diameter with 
a rubbery consistency fixed to overlying 
skin and movable over the underlying 
structures. There was no overlying skin. 
change except for a hint of bluish discolor- : 
ation. The lesions were distributed over the. 





f the arms and thighs, the back, and the. 
buttocks. The infant seemed more dis 
ürbed by gentle pinching of the nodules 
than pinching of normal skin. ; 
“<A biopsy specimen from the thigh’ 
showed some smudging of the subcuta- 
neous fat cells with a scant mononucleal 
infiltrate. The epidermis. and dermis: wer 
normal. There was no crystal Tormation 
giant cell infiltrate; o 

At 28 days old, because of continued poor. 
feeding, lethargy, and failure to regain 





E birth weight, she was admitted to- the 
Lb 


University. of Iowa, Iowa 
tof Pediatrics, The skin 
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showed a few new nodules on the trunk but 


was otherwise unchanged, as were the 
results of the systemic examination. 

Laboratory evaluation showed the fol- 
‘lowing abnormal values (normal values are 
in parenthéses): serum calcium, 13.6 (8.5 to 
10.5) mg/dL; lactic dehydrogenase, 400 (100 
to 225) IU/L; SGOT, 74 (7.5 to 40) IU/L; 
alkaline phosphatase, 159 (30 to 115) IU/L; 
WBCs, 11.1 x 10° (43 x 10? to 11:6 x 10°) 
/eu mm with a lymphocytosis; platelets, 
625 x 10° (150 x 10* to 400 x 10°)/cu mm; 
and thyroxine, 14.3 (5 to 13) ug/dL. 

Normal values included phosphorus, 4.5 
(2.4 to 4.5) mg/dL; magnesium, 1.9.(1.5 to 
2.9) mg/dL; albumin, total protein, choles- 
terol, glucose, urea, urie acid, potassium, 
sodium, chloride, carbon dioxide, and ereat- 
inine determinations; plasma amino acid 
Screen; and urinalysis results. Chest x-ray 
film and flat plate of the abdomen showed 
no soft-tissue caleifieations. A barium sul- 
fate swallow showed esophageal reflux. 
Skull x-ray films were normal. An ECG 
was suggestive of right ventricular hyper- 
trophy. 

During the next few weeks, no new skin 
lesions appeared, and gradual softening of 
old lesions occurred. The lesions were never 
fluctuant, and no overlying skin change 
was noted. Wound healing was uncompli- 
cated. i 

The hypercalcemia was treated with a 
low-calcium diet with no vitamin D. After 
three days, there was no change in feeding 
habits or serum calcium level, Treatment 
with prednisone, 2 mg orally three times 
daily, was instituted. The patient was occa- 
sionally fed by nasogastric tube because of 
repeated spitting up and vomiting during 
oral feedings. Hypercalcemia persisted, 
reaching a peak of 14.1 mg/dL, but because 
of slight improvement in feeding, the pred- 
nisone dosage was reduced to 2 mg orally 
twice daily. Reduction of serum calcium to 
normal levels was finally achieved at the 
age of 45 days, and normal levels persisted. 
Serum phosphorus levels remained in the 
high normal range. 

Poor feeding and frequent vomiting con- 
tinued, A feeding gastrostomy tube was 
put in place and a Nissen's fundoplication 
“for esophageal reflux was carried out. 
Postoperatively, she had bilateral otitis 
media treated with oral ampicillin sodium, 
125, mg orallv four times daily, and an 
Escherichia coli urinary tract infection 
treated with sulfisoxazole, 250 mg orally 
four times daily. She did fairly well, and 
the prednisone dosage was reduced to 1 mg 
orally twice daily. She was discharged from 
the hospital receiving gastrotomy feedings 
at the age of 72 days with a weight of 4.19 
kg, slightly above birth weight. 


Eight days later, the parents noted: peri- ` 


odie, momentary arrests in the patient's 
breathing. They sought medical advice the 
next morning and were advised to report to 
the emergency room. The infant had a 
cardiopulmonary arrest on the way to the 
hospital, and attempts at resuscitation in 
the hospital were unsuccessful. The request 
for a postmortem examination was de- 
nied. 

Intaet serum parathyroid hormone level 
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| of 365 picogram equivalents per milliliter 
(pgEq/mL) (normal, 163 to 347 pgEq/mL), 


with a concurrent total serum calcium level 
of 13.1 mg/dL drawn at the age of 43 days, 
was received after death. 


COMMENT 


Subcutaneous fat necrosis of the 
newborn’ is characterized by firm, 
localized subcutaneous nodules usually 
located on the cheeks, buttocks, back, 
arms, and thighs. The overlying skin 
may show red to purple changes or 
may seem normal. Aífected- infants 
are usually full-term, and some have 
history of trauma or asphyxia at birth. 
Mothers are usually healthy. Lesions 
appear during the first one to four 
weeks of life and generally’ resolve 
without treatment during a few 
months. Histologically, the lesions 
may show crystal formation in the fat 
cells, phagocytosis of fat by maero- 
phages, foreign-body giant cells, and 
collections of calcium within and 
between fat cells."* The main. differ- 
ential diagnoses include sclerema 
neonatorum, scleredema neonatorum, 
deep cellulitis, and traumatic fat 
necrosis (eg, caused by forceps trau- 
ma, injections, or child abuse); The 
possible eauses of the condition have 
been discussed elsewhere.'-* 

The clinical manifestations of hy- 
perealeemia depend on the degree, 
duration, and timing of the hypercal- 
cemia. In its mildest forms, hypercal- 
cemia may induce irritability, anorex- 
ia, vomiting, constipation, apathy, 
muscular hypotonia, and polyuria.^ 
The severe form is characterized by 
“elfin” facies (prominent epicanthal 
folds, wide mouth, overhanging u 
lip, receding chin, and ear 
tions), growth and ment: 
tion, hypertension, ni 
osteosclerosis, and aortic | 
artery stenosis. 





heart, lungs, and li 
graphic changes 
diae irritability, p 
a shortened QT interval: T 
phosphorus level is usually 
and the alkaline phosphatase level 
normal or low.5 , 

The differential diagnosis of hype 
calcemia in infancy includes prime 
neonatal hyperparathyroidism, vi 
min D intoxication, and idiopathi 
hypercalcemia of infancy.’ Idiopathi 








hypercalcemia in infaney and failure 


to thrive were described in 1952. Tt 


may be caused by low individual toler- 3 





ance to exogenous vitamin: D, since 


Stopping the- oral administration of 


vitamin D and all forms of caleium 
"ésults in gradual improvement.’ The 

























D ingestion.’ 


Period of 














Source, yr Gestation 
Harrison and Full-term 
McNee,” 1926 
Clay," 1956 NM 
Martin and Stev- Full-term 
en, 1957 
Michael et al,” 
1962 43 wk (patient 1) 


43 wk (patient 2) 


. NM (patient 3) 
Baritrop,'* 1963 
: 1.mo after term 


McAleer and Full-term? 
Mercer,” 1964 


Wilkerson,® 1964 NM 





Weary et al, 
1966 


Fuli-term (patient 3) 


Sharlin and Ko- 
blenzer," 1970 Full-term (patient 1) 
Full-term (patient 2) 


Veldhuis et al,'* 


1979 43 wk (patient 1) 
Full-term (patient 2) 
This study Full-term 


*NM is not mentioned. 


severity and reversibility of the syn- 
drome depend on the timing of the 
exposure to calcium and vitamin D 
and the individual tolerance level? If 
diagnosed early and if mild, the mani- 
festations may leave no permanent 
sequelae. 

Primary hyperparathyroidism’ is 
common in children. When it occurs 
nfancy, the cause is usually diffuse 
hyperplasia of the parathy- 
s. Failure to thrive is the 
n initial problem. Mental 
, convulsions, and blind- 
The serum calcium 
than 15 mg/dL, 
phorus level below 3 
im magnesium level 
ine phosphatase lev- 









opathie hypercal- 


ke ai 





prohibiting vitamin 
st ral prednisone therapy 
may be helpful to deerease intestinal 
absorption of calcium, probably by 
interfering with metabolism of vita- 
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‘indud estricting dietary cal- l 
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tase Reports of Subcutaneous Fat Necrosis (SFN) and Hypercaicemia 






































M 
oe Age 
em Age at Detec- Serum 
|] Weight, Ditficulties at Onset tion of Ca’ ‘Level 
‘ kg at Birth of SFN Hypercalcemia Range, mg/dl. 
* 3.15 None 1 wk 6 wk 15 
4.44 Rh factor incompatibility 1 wk 2'4 mo 174 
transfusion 
5 3.54 Long labor, limp, irritable, 2 days 7 wk 10-14 
and petechiae 
NM Aspiration of meconium and 2 days 18 wk 13.6 
apnea 
4.3 Apnea and seizures 1 wk 8 wk 13.5-18 
4.41 Cyanosis and seizures 5 days 5 wk 8.5-16.5 
4.53 Cesarean section and tox- 1 day 18 wk 12.1 
emia of pregnancy i 
4,33 Difficult labor and petechíae At-birth > 30 days 18.6 
at birth 
3.29 Prolonged labor and umbili- At birth 16 wk 12.3 
i cal cord prolapse 
3.6 Cord prolapse, meconium At-birth 6 wk 12.3 
staining, and marked 
anoxia . 
Aaa Preeclampsia, prolonged la- — 14 days 6% mo 11.31 
i . bor, and edema 
S . 4.95 Uneventtul “Soon after birth" 2 mo 122 
ut 443 Transient neonatal hypogly- 6 days: 1 mo 21.4 
m cemic seizures ] 
? 8,7 Premature placental separa- — 1-2.dàys 1 mo 16.4 
tion, fetal distress, and re- x 
suscitation Ru 
danoxia .. 16 days 4 wk 16.4 





4.343 Placenta previ 


min D to the active form, 1-25-dihy- 
droxyvitamin D." 

At least 15 patients, including mine, 
have been described with the combi- 
nation of SEN and hypercalcemia (Ta- 
ble).5^* These babies were generall 
full-term babies with normal birth 
weight but perinatal diffieulties. The: 
onset of SEN occurred in the fir 
week or two of life. There was usuall 
a delay in detection of the hypercal- 
cemia of one month or more. At least 
seven of the 15 patients showed soft- 
tissue calcifications. on x-ray. Som 
patients had. drainage of pus 

- their lesions with cultures posit 
Staphylococcus aureus, 
drainage of sterile b 

Usually the hypereal 


































Michael et al,* and they were normal. 
It seems that the SFN may precede 
the hypercalcemia. It has been sug- 
gested that the hypercalcemia may 
result from release of calcium from 
calcified neerotie subcutaneous fat." 
However, in one case," diffuse soft- 
tissue..caleifieations in SFN were 
observed to resolve during six months, 
apparently without an associated ele- 
ited serum calcium level. In another 
neonate had extensive SFN 
taneous. calcification. Two 
evels were found at 
i set of SEN, but there 
fogressive growth and psycho- 
tardation while the. caleifica- 
as resolving. This may have 
an example of undetected hyper- 
alcemia. à 
The parathyroid status of patients 


|... With concomitant SFN and hypercal- 











cemia has been investigated in four 


“other patients. At postmortem exami- 
nation, Wilkerson’ found one frag- 


ment of atrophic parathyroid gland 


- that contained a lymphocytic infil- 
tratè and a follicular pattern. Weary 


et al found cellular atrophy of the 
parathyroid gland at autopsy. While 


done, it is unlikely, from the histologt 


Calciti- 
cations 
on Reason for 
Roentgeno- initial 
gram Examination 

* "Fits," "blue turns" 

* Poor feeding and vomiting 

+ Fever, failure to thrive, poor feed- 
ing, and listlessness 

+ Fever, lesions, and draining brown 
fluid 

+ Fever, irritability, and failure to 
thrive 

— Fever, failure to thrive, and irrita- 
bility 

- Failure to thrive, vomiting, and 
poor feeding 

+ Failure to thrive 
and irritability 

NM Failure to gain weight, irritability, 
and skin lesions : 

NM Vomiting and poor sucking 

+ Vomiting, fever, and failure to 
thrive Retin 

~ Failure. to. thrive and fever 

NM Failure to thrive, vomiting, and 
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fevers 
— Failure to thrive 


— Failure to thrive, vomiting, and l 
poor teeding 


findings, that these patients had pri- 
mary hyperparathyroidism. Veldhuis 
et al” found normal parathyroid hor- 
mone levels in each of their two 
patients and normal urinary vitamin 
D metabolites in the one patient s 
observed. They could not eliminate" 
enhanced end-organ sensitivity to: 
vitamin D or abnormal vitamin D 
metabolites as possible causative fae- 
tors. They found marked elevation of 
urinary prostaglandin E (PGE) and : 
suggested that PGE may, through 
enhanced bone resorption, be respon-- 
sible for the induction of hypercalce- 
mia. The clinical courses of the | 
remaining patients were not compati- 
ble with primary hyperparathyroid- 
ism. 

My patient had slightly later onset | 
of her SFN than do most patients, but 
is otherwise similar to other deseribed 
patients. She had anoxia at birth and 
displayed severe physical and menta 
retardation. Her initial problems in- 
cluded feeding intolerance and failure. 
to thrive, which may have been 
related in some way to her neonatal - 

to rpercaleemia. 









parathyroid hormone studies were not. p 
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slight elevation of parathyroid hor- 
mone level may not have been spu- 
rious but, unfortunately, the status of 
her parathyroid glands was not 
explored further. The reason for her 
death is not known. 

Subcutaneous fat necrosis of the 
newborn may be aceompanied by 
hypercalcemia, and the serum caleium 
level should be determined in any 
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serum calcium levels to normal. The 









infant with this disorder. infant 
should be watched for symptoms of 
poor feeding, vomiting, and failure to 





thrive, and serial calcium determina-. 


tions should be done. Evaluation of 
hypercalcemia should include parathy- 
roid hormone determinations and, if 
possible, measurement of vitamin D 
metabolites and urinary prostaglan- 
din levels.'* Prompt institution of 


therapy may prevent the long-term . 
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"A patient with the nevoid basal’ cell 
carcinoma syndrome had been treated . 


with radiation therapy to the hands at 5 


mas of the palms a 
developed whe 
of age. It is p 
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and soles are rare, with only 
histologically confirmed cases. 4 
mors) reported in the Englis 
ture (Table). Basal cell. 

have de 








therapy ikduced tumors in sna pits that 
i e fruste. of basal ; 


B3 cell carcinomas of the palms: 


Nevoid Basal Cell Carcinoma Syndrome 


i Multiple Basal Cell Carcinomas of the Palms After Radiation Therapy 


who had been treated at 5 years of age 


with radiation therapy to the palms 


and dorsa of the hands for atopic 
dermatitis. At 28 years of age, 26 
~~ basal cell carcinomas of the.palms and 
^11 of the dorsa of the hands were 


reported histologically. 
REPORT OF.A CASE 


A 28-year-old woman was evaluated in 
the dermatology clinie for severe atopic 
dermatitis that had begun in infancy. The 
eruption was characterized by erythema, 
sealing, and lichenification of the face and 
xural aspects of the extremities. The 
t complained. of erosions of the skin 

“palms that had been 
ars and that had failed 
ly app lied 0.025% flu- 








her hand eezema was treated with radi 























The patient stated that at 5 years ofa ag 


tion therapy on multiple occasions. She 
clearly remembers: that the nurses 
protective aprons and that she wa 

turn her hands over so that both the pal 
and dorsa of the hands could be treated. 
detailed diary kept by the patient’s mother- 
confirmed that in the summer of 1954 her 
daughter's skin was "eraeked and open 
from her scratching it.” The patient was.. 
seen by a dermatologist on ten occasion 
during the next year and “he tried many 
ointments, x-ray and a few shots.” T 
physician subsequently died and t 
patient's records could not be located. The 
physician’s former partner, Harold 
Thatcher, MD, however, confirmed that the : 
dermatologist in question did utilize radia~ 
tion therapy for benign conditions in bot 
children: and adults (oral communication, 
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Taylor and Wilkins,* 1970 


a With Location 
i _ . Source, yr. Age, yr/Sex NBCCS* (No. of Lesions) 
= Pascher and Sims, 1954... 38/F ~ Sole 

~ Pascher and Sims, 1954. ^ 62/F — Sole 
Johnson, 1960 j 70/M — Palm 
Hyman and Michaelides,” 39637 39/M — Sole 
Lewis et al,“ 1965 i 36/F — Sole 
Hyman and Barsky,” 1965 © 50/M ~ Paim 
Berger et ai,* 1966 83/F Sole 
Holubar et al,” 1970 8/F Paim (3: 
Howell and Mehregan,* 1970 dus i 

55/F 





Hashimoto et al,” 1972 —. 





121 Hashimoto et at,“ 1972 





Present series 


+Same patient as in case 8. 
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Jan 17, 1980). The standard course of ther- 
apy for either acne or hand eczema con- 
sisted of 70 to 75 kV of radiation (4.5 to 5 
mamp) administered at 88 rads per visit 
during eight visits (total dose, 704 rads). 
This course of radiation was seldom varied 
and the radiation was almost never 
repeated after the total dose of 704 rads 
was reached. 

At 15 years of age, a cyst was surgically 
removed from the patient's mandible. 
When the patient was 23 years old, several 
basal cell carcinomas of the face were 
treated with electrodesiccation and curet- 
tage. 

The patient's father was 62 years old and 
his condition had been diagnosed as the 
nevoid basal cell carcinoma syndrome. At 
age 18 years, he had been treated for a jaw 
cyst. From age 45 years and on, many basal 
cell carcinomas had been removed from his 
face, neck, and trunk. He had multiple 
palmar pits according to his daughter. In 
1975, roentgenograms obtained by his der- 
matologist in Chicago had demonstrated a 
solitary, small cyst of the mandible, mini- 
mal calcification of the falx cerebri, and 
normal ribs and pelvis. 

Physical examination of our patient indi- 
cated that the skin of the palms and dorsa 
of the hands was atrophic and wrinkled. 
There was no hair on the dorsa of the hands 
or fingers. The cutaneous changes of the 
hands were consistent with those of mild 
chronie radiation dermatitis and/or atro- 
phy secondary to topically applied cortico- 
steroids. There were numerous erosions of 
the palms and periungual areas (Fig 1 and 
2). Because of the failure to respond to 
topically applied 0.025% flurandrenolide 
cream, biopsies of the three erosions were 
done. All three biopsy specimens indicated 
basal cell carcinomas. Another examina- 
tion of the patient after the biopsies indi- 
cated multiple discrete palmar pits, mild 
frontal bossing, and prognathism. 

The patient’s hands were treated with 
topically applied 5% fluorouracil cream. 
However, this therapy failed to produce 
healing of the basal cell carcinomas and 
was discontinued. The patient was then 
hospitalized for surgical excision of the 
lesions by a team of hand surgeons. Roent- 
genograms demonstrated a periapical cyst 
of the mandible, a density of the maxillary 
sinus consistent with an osteoma, and cal- 
cification of the falx cerebri. A chest roent- 
genogram was normal. The results of the 
following laboratory studies were either 
negative or normal: complete blood cell 
count, routine urinalysis, serum electro- 
lyte, BUN, creatinine, calcium, phosphorus, 
SGOT, lactic dehydrogenase, alkaline phos- 
phatase, glucose, and urie acid. Between 
Nov 23, 1976, and Dec 19, 1977, six opera- 
tive procedures were performed with the 
excision of 26 basal cell carcinomas from 
the palms and 11 from the dorsa of the 
hands. As many as 19 separate areas were 
excised at one time and the defects covered 
with split-thickness skin grafts? However, 
it was apparent from the histopathologic 
findings that tumor remainedat the mar- 
gins of some specimens, and there have 
subsequently been three recurrences atithe 
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palmar surgical sites. Thirteen basal cell 
carcinomas of the face, one basal cell carci- 
noma of the left shoulder, and an epider- 
moid cyst of the right third finger have 
been exeised. 

The patient is currently an elementary 
schoolteacher and has excellent functional 
use of her hands. 


HISTOPATHOLOGY 


All specimens obtained from the 
hands were reviewed. The sections of 
palmar skin indicated a thick stratum 
corneum, mild irregular acanthosis, 
and numerous eccrine sweat glands in 
the deep dermis. Definite changes of 
chronic radiation dermatitis were not 


Fig. 2.—Higher magnification of right hand demonstrating three basal cell carcinomas 


and palmar pit. 


Fig 1.—Right hand shows atrophic, wrinkled skin with numerous erosions that indicated 
basal cell carcinomas (A through H) on biopsy. 


noted. Palmar pits were characterized 
by sharply demarcated areas of 
decreased or absent stratum corneum 
overlying an epidermis with apami- 
nent rete ridges and basaloid hyper- 
plasia (Fig 3). A small basal cell carci- 
noma was identified at the base of one 
palmar pit (Fig 4). More commonly, 
collections of basaloid cells were found 
budding from the epidermis and from 
the upper portion of eccrine sweat 
ducts (Fig 5). Notable dilation of 
eccrine ducts beneath islands of basal 
cell carcinoma was commonly seen 
(Fig 6). The most frequent form of 
basal cell carcinoma was the nodular 
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type that showed peripheral palisad- 
ing of basaloid cells and focal separa- 
~ tion of the tumor islands from the 

sarrounding fibrocollagenous stroma 

(Fi 6). Microcystic areas were pres- 
J ent in some tumors. The tumors 
showed little tendency to keratinize 
and no morphea-like basal cell carcino- 
mas were found. In numerous sec- 
tions, the basal cell carcinomas were 
connected to the distal aspect of 
eccrine sweat ducts, and an origin 
from these structures could not be 
excluded. The exact number of tumors 
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was difficult to determine as some 
specimens seemed to contain more 
than one lesion, and in others the 
tumors extended to the lateral mar- 
gins of excision. 


COMMENT 


Basal cell carcinomas of the palms 
are rare even in individuals with the 
nevoid basal cell carcinoma syn- 
drome.”’ In one report of a patient 
with the nevoid basal cell carcinoma 
syndrome who had more than 1,000 
basal cell carcinomas, the palms and 
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Fig 3.—Palmar pit shows sharply demarcated area of decreased thickness of stratum 
corneum (hematoxylin-eosin, original magnification x 100). 
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magnification x 100). 
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Fig 4.—Early basal cell carcinoma at base of palmar pit (hematoxylin-eosin, origina! 
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soles were spared." In 1919, Broders'* 
reported that more than 96% of basal 
cell carcinomas occur above the clavi- 
cle. Owen? found that more than 92% 
of 836 basal cell carcinomas occurred 
on the face and head. We were able to 
find only 11 histologically documented 
cases of basal cell carcinoma of the 
palms or soles in the English litera- 
ture and only six of these reports 
involved lesions of the palms (Ta- 
ble).'" There were less than 20 addi- 
tional cases without published 
histopathologie findings and only one 
of these cases involved a basal cell 
carcinoma of the palm." Basal cell 
carcinomas of the palm or sole need to 
be differentiated from eccrine poro- 
ma'*” and Bowen's disease." 
Strong" has suggested that some 
cancers may result from a multistage 


process in which genetic factors alter 


susceptibility to the carcinogenic ef- 
fects of environmental agents such as 
ultraviolet light and radiation thera- 
py. The occurrence of most skin can- 
cers in the nevoid basal cell carcinoma 
syndrome on sun-exposed skin sup- 
ports this theory. Evidence of the 
cocarcinogenic effects of radiation 
therapy in the nevoid basal cell earci- 
noma syndrome has been seen in 13 
children with the syndrome in whom 
medulloblastoma developed." In each 
survivor in whom the medulloblasto- 
ma was treated with radiation thera- 
py, multiple basal cell carcinomas 
developed in the radiated areas. The 
time between radiation therapy and 
the development of basal cell carcino- 
mas in these patients was six months 
to three years, while the median 
latent period for radiation-induced 
basal cell carcinomas in general is 21 
years; An interesting report by 
Scharnagel and Pack? described a 
child who was treated with radiation 
therapy shortly after birth for an 
enlarged thymus. By the age of 5 
years, more than 1,000 basal cell carci- 
nomas had developed, mainly in the 
site of radiation on the anterior chest. 
It seems likely that this child had the 
nevoid basal cell carcinoma syndrome. 
Three patients with the nevoid basal 
cell carcinoma syndrome who were 
treated with radiation therapy to the 
back and abdomen acquired new 
tumors in the treated sites within one 
to four years." Radiation therapy of a 
jaw cyst in another patient resulted in 
fibrosarcoma that metastasized to the 
lungs and bone. 

A reconized feature of basal cell 
careinomas !s their relative inability 
to form keratin. The palmar pits of 
the nevoid basal cell careinoma syn- 
drome are characterized by decreased 
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Fig 5.—Early basal cell carcinoma that 

appears to bud from upper portion of 

eccrine sweat duct (hematoxylin-eosin, 

original magnification x 100). Á 
Ld 


keratinization in sharply demarcated 
areas overlying an epidermis with 
prominent rete ridges and an in- 
creased number of basaloid cells. 
Howell and Mehregan* suggested that 
the palmar pits in this syndrome rep- 
resent a forme fruste of basal cell 
carcinoma.* The development of basal 
cell carcinomas at the base of these 
pits further substantiates this theo- 
ry.'*" The development of multiple 
basal cell careinomas of the palms in 
our patient suggests that the radia- 
tion therapy when the patient was 5 
years of age induced tumors in palmar 
pits. We were able to demonstrate the 
development of an early basal cell 
carcinoma at the base of a palmar pit 
(Fig 4). The presence of histopatholog- 
ie changes of radiation dermatitis 
would be unlikely with 704 rads of 70 
to 75 kV of radiation fractionated 
during eight visits. It seems, however, 
that this small amount of radiation 
may be carcinogenic in a genetically 
susceptible individual. 
Schamberg?' suggested that basal 
cell carcinomas that occur in individu- 
als with the nevoid basal cell carcino- 
ma syndrome arise mainly from hair 
follicles. However, only 8.596 of the 
tumors reviewed in the study of 
Mason et al appeared to arise from 
hair follicles, and the presence in our 
patient of multiple tumors on the 
palms, an area devoid of hair follicles, 
does not support Schamberg’s theory. 
Interestingly, in many sections, the 
basal cell carcinomas in the present 
case were closely associated with the 
+ distal portion of eccrine sweat ducts 
Fig 5), and the origin of these tumors 
à om ductal epithelium cannot be 

- exclüded 

ical exeision of basal cell carci- 
sof the palms followed by split- 
skin grafting is an effective 


ctional results. Topical 
of fluorouracil was not 
ective in our patient. Radiation 
therapy should be avoided in individu- 
ls with the nevoid basal cell carcino- 
ma syndrome, since they seem to be 
unusually susceptible to the carcino- 
genic effects of radiation therapy. 


Fig 6.—Nodular basal cell carcinoma of 
palm proximal to right fourth finger (tumor 
Ain Fig 1 and 2). Note dilated eccrine duct 
(hematoxylin-eosin, original magnification 
x 100). 
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Information regarding the patient's father 
was provided by James O. Ertle, MD. J. B. 
Howell, MD, provided valuable advice and 
encouragement. Harold W. Thatcher, MD, pro- 
vie’ information related to the patient's treat- 
mem. wath radiation therapy. 


References 


1. Pascher F, Sims CF: Basal cell epitheliomas 
of the sole: A report of two cases. Arch Dermatol 
Syphilol 69:415-481, 1954. 

2. Johnson DE: Basal-cell epithelioma of the 
palm: A report of a case. Arch Dermatol 82:253- 
256, 1960. 

3. Hyman AB, Michaelides P: Basal-cell epi- 
thelioma of the sole: Report of a case with 
features of the fibroepithelial tumor. Arch Der- 
matol 87:481-485, 1963. 

4. Lewis HM, Stensaas CO, Okun MR: Basal 
cell epithelioma of the sole. Arch Dermatol 
91:623-624, 1965. 

5. Hyman AB, Barsky AJ: Basal cell epithelio- 
ma of the palm. Arch Dermatol 92:571-573, 
1965. 

6. Berger RA, Auerbach R, Orentreich N: Bas- 
al cell epithelioma of the sole. Arch Dermatol 


::94:317-319, 1966. 
7. 77. Holubar K, Matras H, Smalik AV: Multiple. . 


palmar basal cell epitheliomas in basal cell nevus 
syndrome. Arch Dermatol 101:679-682, 1970. 

8, Howell JB, Mehregan AH: Pursuit of the 
pits in the nevoid basal cell carcinoma syndrome. 
Areh Dermatol 102:586-597, 1970. 

9, Taylor WB, Wilkins JW: Nevoid basal cell 
carcinoma of the palm. Arch Dermatol 102:654- 


Arch Dermatol Vol 116, Oct 1980 








655, 1970. 

10. Hashimoto K, Howell JB, Yamanishi, et al: 
Electron microscopic studies of palmar and plan- 
tar pits of nevoid basal cell epithelioma. J Invest 
Dermatol 59:380-393, 1972. 

11. Blackwell JB, McComb H: The long-term 
results of autologous transplantations of basal 
cell eareinoma in skin grafts. Cancer 23:101-108, 
1969. 

12. Broders AC: Basal-cell epithelioma. JAMA 
72:856-860, 1919. 

18. Owen M: Basal cell carcinoma: A study of 
836 eases. Arch Pathol 10:386-394, 1930. 

14. Costello MJ, Gibbs PC: The Palms and 
Soles in Medicine. Springfield, M, Charles C 
Thomas Publisher, 1967, pp 512-518. 

15. Woerdeman MY: Ecerine poroma and basal 
cell carcinoma of the palm and sole. Dermatologi- 
cà: 12:219, 1963. 

16. Lund HZ: Tumors of the Skin. Atlas of 
Tumor Pathology, Armed Forces Institute of 
Pathology, 1957, series 1, pt 2, p 206. 

1T. Anderson TE, Best PV: Linear basal-cell 
naevus. Br J Dermatol 14:20-23, 1962. 

18. Schreiner BF, Wehr WH: Primary malig- 
nant. tumors of the foot: A report of 37 cases. 
Radiology 21:513-521, 1933. 

19. Follard JJ, New PFJ: Hereditary eutaneo- 
mandibular polyoncosis: A syndrome of myriad 
basal-cell nevi of the skin, mandibular cysts and 
inconstant skeletal anomalies. Radiology 82:840- 
849, 1964. 

20. Zugerman I: Basal-celi epitheliomas of the 
sole: A report of two cases. Arch Dermatol 16:247- 
249, 1957. 

21. Hunter GA, Hellier FF: Tumors of the 





Nevoid Basal Cell Carcinoma—Golitz etal 1163 - 


































palm and sole resembling basal cell epithelioma. 
Br J Dermatol 12:283-281, 1960. 

22. Schreiner BF, Wehr WH: Primary new 
growths involving the hand. AJR 32:516-523, 
1934. 

23. Ward WH: Nevoid basal cell carcinoma, 
associated with a dyskeratosis of the palms arid 
soles: A new entity. Australas J Dermatol 5:204- 
208, 1960. 

24. Michaelides P, Hyman AB: Bowen's dis- 
ease of the palm. Dermatologica 128:239-244, 
1964. 

25. Wagers LT, Shapiro L, Kroll JJ: Bowen 
disease of the hand. Arch Dermatol 107:745-746, 
1973. 

26.. Rook A: Basal-cell carcinoma of the palm. 
Br J Dermatol 62:466-467, 1950. 

27. Strong LC: Genetic and environmental 
interactions. Cancer 40:1861-1866, 1977. 

28. Martin H, Strong E, Spiro RH: Radiation- 
induced skin cancer of the head and neek. Cancer 
25:61-71, 1970. 

29. Scharnagel IM, Pack GT: Multiple basal cell. » 
epitheliomas in a 5-year-old child. Am J Dis” 
Child 77:647-651, 1949. 

30. Binkley GW, Johnson HH Jr: Epithelioma 
adenoides cysticum: Basal cell nevi, agenesis of 
the corpus callosum and dental cysts: A clinical 
and autopsy study. Arch Dermatol Syphilol 68:7: 
84, 1951. DX 

31. Schamberg IL: Basal cell né 
matol 81:269, 1960. M TA 

32. Mason JK, Helwig EB, Gratiam JH: Path 
ogy of the nevoid basal cell carcinoma syndrome. 
Arch Pathol 79:401-408, 1965. 2 




















Bullous Amyloidosis 


Case Report With Ultrastructural Studies 


John Fredrick Bluhm III, MD; Sylvia C. Johnson, MD; Diane H. Norback, MD, PhD 


* A 51-year-old man with primary Sys- 
temic amyloidosis initially manifested 
periorbital purpura; later, skin fragility and 
hemorrhagic bullae developed. The bullae 
healed with formation of milia. The bullae 
were shown by electron microscopy to 
result from breaks in the fragile dermal 
amyloid deposits well below the basal 
lamina. 

(Arch Dermatol 115:1164-1168, 1980) 


pie systemie amyloidosis is 
associated with skin lesions in 
20% to 30% of patients. Common 
cutaneous findings are waxy papules 
or nodules, purpura, selerodermoid 
induration, and diffuse alopecia. Al- 
though erosions and ulcerations 
caused by cutaneous fragility are 
known to occur in systemie amyloido- 
; Sis intact bullae have rarely been 
` reported," and their microscopie de- 
scriptions are even less common.** 
Bullae may occur in the poikiloderma- 
tous form of localized eutaneous amy- 
loidosis* and in amyloidosis involving 
the oral mucosa.**' However, since 
the reports of oral blisters rarely 
include microscopic — descriptions, 


.. some of the "vesicles" may actually 
have been the characteristic translu-: 
cent waxy papules of amyloidosis; To- 
our knowledge, the electron miero- > 
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_tomycin nephrotoxicity, H 
. had improved since that tin 
ane while walking because of chron 


scopic study results of bullous amy- 
loidosis have never been reported. We 
present a rare ease of primary: sys- 
temic amyloidosis with cutaneous bul- 
lae and electron microscopie- study 
results that demonstrate the mecha- 
nism of bulla formation. 


REPORT OF A CASE 


A 51-year-old man was seen in dermato- 
logie consultation in March 1978: with a 
six-month history of facial purpura, most 
pronounced periorbitally. During the next 
year, purpura and hemorrhagic: bullae 
developed over his face, trunk, and extrem- 
ities, including the palms and soles. Man 
bullae healed with formation of mil 
most bullae occurred at: sit 
trauma. The patient be 
fragile with time, and soon } 
simply rubbing or pinching i 
duce a blister. Althoi 















noted in 1974. 





m 


er-back pain and had a left hemipa 
unknown cause. 
In July 1979, the patient was:admi 


the hospital for a transurethral resection o£... - 
the prostate because of decreasing urine : ird 3: LT 
"eglebulin levels "were n 


flow. Cutaneous examination showed dif- 


“fuse bronze. hyperpigmentation of sun- 
exposed skin and macular purpura of his 


forehead, periorbital skin, cheeks (Fig 1), 





neck, and. dorsal surfaces of the forearms 
and hands, there were fewer purpuric 
lesions on his arms and shins. There was a 
3-cm plaque of purpurie lichenification just 
below his umbilicus. Erosions, crusts, and 
smooth, noriatrophie, hypopigmented scars 
were present on the extensor aspects of his 
forearms, hands, and arms and, to a lesser 
extent, on his thighs and the lower part of 
his legs. There were groups of milia on his 
shoulders. Thick-roofed, moderately tense 
bullae containing yellowish serosangui- 
neous fluid were present on the right side 
of his nasal bridge (where the nosepiece of 
his eyeglasses rested), left wrist (Fig 2), 
and right great toe. The largest bulla was 






“2 em in diameter. Each was located on a 


noninflammatory purpuric base. Purpura 
and bullae could be produced by rubbing 
the skin lightly. Most but not all bullae 


; were hemorrhagic. The bullae persisted for 


veral days before bursting after further 
rauma. Subungual hematomas were press 
.on his left thumb and index finger. 
papules, hypertrichosis, and selero- 
id changes were absent. A, tourni- 
: as normal His tongue 
ad systolie and diastolic 
i left hemiparesis, exter- 
and prostatic enlarge- 


















iormal. The 
24-hour urine protein level was 0.18 g 
(normal, less than 0.10 g). The serum 
creatinine level ranged from 16 to 1.9 
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Fig 1.—Macular purpura of forehead, peri- 
orbital skin, and cheeks. 


Fig 2.—Purpura and bullae on wrist. 
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Fig 3.—Bullous separation within dermal 
amyloid deposits. Homogeneous deposits 
fill upper part of dermis, replacing colla- 

E gen fibrils and forming roof of bulla; fibrin 
and erythrocytes (arrows) cover floor. 
Sweat glands (SG) are surrounded by 
amyloid in deep part of dermis (hematoxy- 
lin-eosin, X 30). 





Fig 4.—Portion of bullous separation with- 
in dermal amyloid deposits. Roof and floor 
are formed by amyloid partially covered 
with residual fibroblasts. Narrow clefts and 
extravasated blood (single arrow) at 
periphery suggest extension of bulla by 
hemorrhagic dissection through amyloid. 
Note amyloid around vessels (double 
arrows) (hematoxylin-eosin, x 130). 
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Fig. 5.—Epidermis and dermal amyloid 
deposits from region overlying hemor- 
rhagic bulla. Basal lamina separates basal 
cells (B) and melanocytes (M) from amy- 
loid deposits (A), collagen (arrow), and 
fibroblasts (F) of dermis. Inset, Amyloid 
deposits—thin (100-A), Straight, non- 
branching fibrils randomly dispersed 
. among collagen fibrils (600 A) (uranyl ace- 
tate and lead citrate, 2,000; inset, 
x 80,000). 






Fig 6.—Epidermal-dermal junction show- 
ing thin layer of collagen (arrow) separat- 
ing basal lamina (double arrows) from 
amyloid fibrils (A) and region showing 
replacement of collagen and apparent 
obliteration of basal lamina by amyloid 
fibrils (uranyl acetate and lead citrate, 


Ke 


x 8,000). 


mg/dL (normal, 0.5 to 1.4 mg/dL), 
with creatinine clearance of 61.8 mL/ 
min (normal, 60 to 120 mL/min). 
Twenty-four-hour urine uroporphyrin 
and coproporphyrin determinations 
were normal on four separate occa- 
sions. Complete blood cell count, chem- 
istry profile, platelet count, prothrom- 
bin time, partial thromboplastin time, 
serum iron determination, and ESR 
were normal. 

Roentgenograms of the chest, skull, 
and dorsolumbar spine were normal. 
An intravenous pyelogram was nor- 
mal exeept for prostatie enlarge- 
ment. 

Direct immunofluorescenee micros- 
copy of the margin of a hemorrhagic 
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bulla on the patient's left wrist and 
the skin adjacent to the bulla was 
negative for IgG, IgM, IgA, and C3. 
Serum sample was negative on indi- 
rect immunofluorescence microscopy. 
Bone marrow aspiration in May 1978 
had shown only 4.6% pl 
no atypical plasma cells: 1 
preted as consistent with 
inflammation. ; 


LIGHT MICROSCOPIC FINDINGS 


Skin taken from the area of perior- 
bital purpura showed deposits of 
clefted, faintly eosinophilic, homoge- 
neous materia! in the upper part of 
the derrhis. A biopsy specimen of the 
left wrist, which included a hemor- 


rhagic blister, showed a horizontal 
dermal bullous separation well below 
the basal lamina and below the papil- 
lary dermis. Faintly eosinophilic, 
homogeneous deposits containing fo- 
cal collections of fibroblasts extended 
from the roof of the bulla to the 
dermal-epidermal border (Fig 3). Fi- 
brin, erythrocytes, platelets, and 
WBCs covered small capillaries and 
other fragmented stromal elements to 
form the floor of the bulla (Fig 4). 
Fibroblasts partially separated the 
blister cavity from the surrounding 
homogeneous deposits (Fig 4). The 
deposits were also located around 
small dilated vessels (Fig 4), sweat 
glands (Fig 3), and hair follicles. A 
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a 
Fig 7.—Portion of intradermal bulla formed — 
by cleavage of amyloid deposits. Fibrin ^ . 
(arrow) and fibroblasts (F) partially sepa- Fu 
rate cavity from amyloid. Erythrocyte (E) — 
and lymphocyte (L) are present in fluid- ' 
filled cavity. Inset, Fibroblast lining amy- ` 
loid (uranyl acetate and lead citrate, . 
-< x 3,000; inset, x 14,200). 
x 
Fig 8.—Roof of intradermal bulla showing 
attenuated cytoplasmic processes of fibro- 
blasts (arrows) partially lining bulla. Note 
absence of intercellular junctions and 
absence of basal lamina. Lymphocytes, 
fibrin, fluid, collagen, and portions of fibro- 
A = blasts are within cavity (uranyl acetate and 
i lead citrate, x 2,700). 


| m 


biopsy specimen of the mucosal sur- 
face of the lower lip and specimens of 
the prostate obtained by transure- 
thral resection contained amorphous 
deposits within small vessel walls. 
The homogeneous deposits seen in 
specimens from the area of periorbital 
purpura, left wrist, and prostate 
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fluorescence 
with thioflavine T, apple green-yellow 
birefringence with Congo red, and 
metachromasia with crystal violet, 
each reaction consistent with amy- 
loidosis. Periodic acid, Schiff did not 


showed yellow-green 


stain the homogeneous deposits. 
Homogeneous vascular deposits in the 


mucosa of the lower lip showed a 
positive reaction with thioflavine T 
and Congo red. 


ELECTRON 
MICROSCOPIC FINDINGS 
The specimen from the area of peri- 
orbital purpura showed broad bands 
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of straight, thin (100-A), rigid, non- 
branching filaments in the dermis, 
characteristic of amyloid fibrils. The 
fibrils were interspersed with fibro- 
blasts, narrow bands of collagen, and a 
few plasma cells, macrophages, and 
mast cells. Amyloid surrounded the 
small vessels. 

The specimen containing the hem- 
orrhagic blister showed a normal epi- 
dermis overlying dermal amyloid de- 
posits (Fig 5 and 6) and an intrader- 
mal bulla formed as a fissure within a 
broad band of amyloid fibrils just 
below the papillary dermis (Fig 7 and 
8). Fibroblasts, strands of collagen, 
amyloid fibrils, fibrin, platelets, 
erythrocytes, and WBCs covered dis- 
rupted capillaries with swollen endo- 
thelial cells to form the floor of the 
bulla and were also present in the 
fluid-filled cavity (Fig 7 and 8). Elon- 
gated cells and fibrin partially lined 
the cavity of the bulla (Fig 7 and 8). 
The abundant rough endoplasmic re- 
ticulum, lack of intercellular attach- 
ments, and lack of an underlying basal 
lamina indicated that the cells were 
fibroblasts and not endothelial cells. A 
discrete basal lamina and a narrow 
band of collagen generally separated 
the epidermis from the dense amyloid 
fibrils (Fig 5 and 6). However, in some 
regions, the collagen fibrils were 
totally replaced by amyloid, and rare- 
ly, the basal lamina appeared obliter- 
ated by the accumulation of amyloid 
(Fig 6). Amyloid was not present in 
the epidermis, although the plane of 
sectioning occasionally showed dermal 
projections of amyloid totally circum- 
scribed by a basal lamina and epider- 
mal cells. Capillaries were surrounded 
by concentric layers of basal lamina 
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- and amyloid fibrils. Small 






and sweat glands were also sur- 
rounded by amyloid. 


COMMENT 


One of the classic manifestations of 
primary systemic amyloidosis is pur- 
pura, which is attributed to the fragil- 
ity of dermal blood vessels caused. by 
amyloid deposition within their walls. 
Our patient demonstrated this well- 
known phenomenon and also had bul- 
lae, a rare manifestation of the dis- 
ease, whieh we attribute to fragility of 
amyloid-laden dermal connective tis- 
sue, Hemorrhagic dissection through 
the amyloid deposits may result in 
exterision of the bullae. 

The adult onset of cutaneous fragil- 
ity associated with hemorrhagie sub- 
epidermal bullae that heal with milia 
formation is characteristie of porphy- 
ria cutanea tarda and epidermolysis 
bullosa acquisita. These diseases must 
be considered in our patient's differ- 
ential diagnosis. Porphyria cutanea 
tarda can be ruled out by lack of urine 
porphyrin elevations, PAS-positive 
perivascular deposits, bullous clefting 
just below the basal lamina, and peri- 
vascular wavy branching filaments on 
electron microscopic examination.” 
Epidermolysis bullosa acquisita should 
demonstrate bullous separation 
through the subepidermal anchoring 
fibril region" and usually shows 
immunofluorescent deposits at the 
basement membrane zone, particular- 
ly IgG and C3. The bullae in our 
case formed in the subpapillary der- 
mis, a much deeper plane of separa- 
tion than that seen in either porphyria 
cutanea tarda or epidermolysis bullos 
acquisita. 
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Although earlier reports link epi- 
dermolysis bullosa acquisita to inter- 
nal amyloidosis,” the relationship 
may be coincidental, whereas bullous 
amyloidosis is a specific entity caused 
by splits through fragile dermal amy- 
loid deposits after minor trauma. 
Brauner et al'* recognized the distinc- 
tion between epidermolysis bullosa 
acquisita, with its subepidermal sepa- 
ration associated with noncutaneous 
amyloidosis,'*"^ and bullous amyloido- 
sis, where the separation occurs 
through the amyloid-laden dermis.'* 
Our study further clarifies this dis- 
tinction. The ‘diagnosis of bullous 
amyloidosis requires deposits of amy- 
loid in the dermis.and dermal cleft 
formation through these deposits. As 
demonstrated by Muller et al* and 
detailed further in our study, the level 
of bullous separation tends to be well 
below the basal lamina. 

Bullous amyloidosis is a rare form 
of amyloidosis with unique ultrastruc- 
tural findings that should be consid- 
ered in the differential diagnosis of 
mechanobullous diseases. 

Sinee this article was submitted for 
publication, another example of bul- 
lous amyloidosis has been published, 
including one small electron micro- 
graph.’ Although the authors nicely 
demonstrated bullous separation 
through the amyloid-laden dermis, 
they referred to the case as epidermol- 
ysis bullosa aequisita. We hope that 
our discussion clarifies the distinction 
between the two entities. 


“Derek J. Cripps, MD, assisted in the analysis of 
he patient's urine porphyrin levels. 
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. Pyodermite Végétante of Hallopeau 


Immunofluorescence Studies Performed in an Early Disease Stage 


N 
H. A. Martino Neumann, MD, Wiliam R. Faber, MD 


* A 50-year-old woman with autoim- 
mune thyroiditis had an eruption resem- 
bling pyodermite végétante as described 
initially by Hallopeau. Direct immunofluo- 
rescence microscopy studies indicated 
deposition of IgG and C3 in the intercellu- 
lar area of the epidermis. Circulating IgG 
antibodies to the intercellular areas of 
stratified epithelial tissue were demonstr- 
able on indirect immunofluorescence mi- 
croscopy. Treatment with prednisone and 
azathioprine resulted in the disappear- 
ance. of vegetating lesions and in healing, 
"with postinflammatory hyperpigmenta- 
tion. Immunofluorescence microscopy 
studies, in an early stage of the disease, 
are of great value in the diagnosis of 
pyodermite végétante of Hallopeau. Our 
tindings support the view that pyodermite 
végétante of Hallopeau belongs immuno- 
logically to the pemphigus group. 

(Arch Dermatol 116:1169-1171, 1980) 


T 1889, Hallopeau, at the first 

international meeting of derma- 
tologists in Paris, described a patient 
who was suffering from "une. derma- 
tite pustuleuse chronique et végétante 
en foyers à progression exentrique." In 
1898, he reported again on this disease 
and named it "pyodermite végé- 
tante." He separated this disease 
from dermatitis herpetiformis and 
pemphigus vegetans as deseribed by 
Neumann.’ In the same year, he sug- 
gested that pyodermite végétante was 
a variant of pemphigus vegetans 
Neumann, since bullae had develo 
in his patient, which. led 

* death.’ 
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dermites végétantes secondaires and 
pyodermites végélantes primitives. 
They classified Hallopeau’s disease as 
a primary type of pyodermite végé- 
tante. 

In the literature there have been 
two major opinions with respect to its 
classification. It has been considered 
either a ehronie vegetating pyoder- 
ma** or a benign variant of pemphi- 
gus vegetans of Neumann.* 

Although Herzberg” divided pem- 
phigus vegetans into a Neumann type 
(malignant) and a Hallopeau type (be- 
nign), he indicated the possibility of 
transitional disease forms. 

Recent immunofluorescence micros- 
copy investigations, direct and indi- 
rect, have shown typical findings of 
pemphigus'in cases of Hallopeau’s dis- 
ease (Table 1). 

In our study, we present immuno- 
fluorescence microscopy studies of a 
patient affected with pyodermite vég- 
étante of Hallopeau. We studied this 
patient in an early stage of the dis- 
ease; immunofluorescence microscopy 
investigations enabled us to arrive at 
an early diagnosis, 


REPORT OF A CASE 


A 50-year-old woman was admitted to 
the dermatology department of the Hospi- 
tal of the University of Amsterdam. Two 
jonths before admission, she had visited 
practitioner r because a painful 
had appeared under her 
| extraetion showed no 
slowly spread to the 
e submammary, 
sas, For several 
omplained of inter- 
; extensive exami- 
eause for this 


fluorescence Microscopy Studies in Pemphigus Vegetans 


Findings of 
immunofluorescence 
Investigations* 





complaint. Two years before her initial 
examination in our department, autoim- 
mune hypothyroidism had been discovered. 
Her condition has been well controlled by 
thyroid medieation. 

On examination, the patient was an 
obese 50-year-old woman with a blood pres- 
sure reading of 140/90 mm Hg and a pulse 
rate of 84 beats per minute, regular and 
equal bilaterally. There was an eruption on 
the distal parts of the fingers (Fig 1), the 
submammary region (Fig 2), the occiput, 
and the inguinal region (Fig 3). It consisted” 
of pustules, fungoid vegetations, and ero- 
sions surrounded by zones of erythema. 
The mouth and vaginal mucous membranes 
had a gray fur-like appearance, The finger- 
nails showed onycholysis. No bullae were. 
seen 














































FINDINGS 


The ESR was 10 mm/hr. The com- 
plete blood cell count was normal: 
except for slight toxie granulation of 
the polymorphonuclear leukocytes. Se- 
rum electrolyte values, liver-kic 
function test results, and blood 
cose level were all normal. Cireul 
thyroid (colloid and cytoplasm)-a 
bodies were present. The triiodothy- . 
ronine value was 0.85 g/L (normal, 0.8 
to 19 g/L); the thyroxine value was 
0.19 mmole/L (normal, 0.2 to 0.6 
mmole/L). Thyroid-stimulating hor- 
mone value was 17.5 mU/L (normal; 
less than 7 mU/L). Serum immunogl 
bulin levels were increased; no para- 
protein was detected. Complement, 
factor levels (C8 and C5) were 
increased, and factor levels for Clq 
and C4 were normal. The 50% compl 
ment hemolysis (CH,,) titer was 
increased. Repeated ^ complement 
binding reaction on herpes (simplex 
and zoster) showed no notable differ- 
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Fig 1.—Thumbs showing (sterile) pus- 
tules. 






$ , 
ME Eo ET BEES. 
Fig 4.—Skin showing pustule and many 


eosinophilic granulocytes (hematoxylin- 
eosin, original magnification x 63). 


ence in titers. Viral cultures for 
herpes simplex and zoster were nega- 
tive. Bacterial cultures showed 
growths of enterococci and Staphylo- 
coccus aureus. Mycological examina- 
tion results (direct and culture) were 
negative. A chest roentgenogram was 
normal. 


MATERIALS AND METHODS 


Multiple punch biopsy specimens were 
taken from pustules, vegetating lesions, 
and uninvolved skin for light microscopic 
examination and immunofluorescence mi- 
croscopy studies. Tissue for light micro- 
scopic examination was fixed in 10% for- 
maldehyde solution and stained with 
hematoxylin-eosin. Tissue for immuno- 
fluorescence microscopy studies was quick- 
frozen in liquid nitrogen and stored at a 
temperature of —70 °C. Sections were cut 
in a cryostat. The following commercially 
prepared fluorescein isothiocyanate-la- 
beled antiserum samples were used: rabbit 
anti-human IgG, goat anti-human IgG, 
rabbit anti-human IgA, rabbit anti-human 
IgM, and horse anti-human C3 (C3b and 
C3e) Working dilutions were 1:60 or 
1:120. 

Substrates for indirect immunofluores- 
cence studies were monkey esophagus, rat 
tongue, guinea pig lip, and normal human 
skin (blood group O), all used within one 
week after killing of the animal. The con- 
trol serum samples consisted of pemphigus 
vulgaris, bullous pemphigoid, and normal 
human serum samples. 


RESULTS 
Histopathological examination of a 


pustule (Fig 4) and a vegetating lesion 
showed intraepidermal abscesses with 
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Fig 2.—Lesions in submammary regions. 


Fig 5.—Direct immunofluorescence mi- 
croscopy demonstrating in vivo-bound 
IgG antibodies in intercellular areas (origi- 
nal magnification x 450). 











Date Clinical Description 


Pustule 





4/26/77 Vegetating lesion 
7/19/77 Relapse pustule 
9/13/77 Red-blue macular 






pigmentation 


many eosinophils and a few acantho- 
lytic cells. A perivascular and diffuse 
infiltrate in the dermis contained 
many eosinophils (Table 2). 

With the indirect immunofluores- 
cence technique, circulating antibod- 
ies of the IgG class directed against 
the intercellular areas of the epider- 
mis could be detected. Direct immuno- 
fluorescence showed intercellular 
staining with anti-IgG and anti-C3 in 
involved skin. In uninvolved skin, only 
intercellular IgG was detectable (Fig 
5 and Table 3). 


TREATMENT 


Treatment was started with oral 
prednisone (150 mg/day), which was 


Table 2.—Results of Histopathological Examinations 





Intraepidermal abscess with many eosinophils 


Acanthosis with downward proliferation of rete 


Intraepidermal abscess containing polymorpho- 


Minimal diffuse mononuclear infiltrate in der- 





Fig 3.—Lesions in inguinal area. 





Fig 6.—Lesions in pubic region during 
treatment, leaving hyperpigmentation. 


Histopathological Description 


and sporadic acantholytic cells; edema of 
dermis, mainly in the papillary layer; perivas- 
cular and diffuse infiltrate containing many 
eosinophils 


pegs; intraepidermal abscesses with many 
eosinophils and moderate number of acan- 
tholytic cells; diffuse superficial infiltrate in 
dermis containing many eosinophils 


nuclear cells, few eosinophils, and moderate 
number of acantholytic cells; destruction of 
epidermis; diffuse mixed mononuclear and 
polymorphonuclear infiltrate with few eosino- 
phils in superficial dermis 


mis; dyselastosis; increased pigmentation of 
basal cell layer; no iron staining 


later supplemented with azathioprine 
(175 mg/day), producing good initial 
results. The dosage of prednisone was 
ually reduced to 30 mg/day with 
‘reappearance of the skin lesions. 
‘opical 0.1% triamcinolone acetonide 
ointment was helpful in this stage. 
The patient was discharged on a regi- 
men of 80.mg/day of prednisone and 
175 mg/day of azathioprine. During 
the follow-up period, the vegetating 
lesions disappeared completely, leav- 
ing res residual hyperpigmentation (Fig 
6). ae 





COMMENT 


There have been opposing views 
with respect to the classification of 
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Table 3.—Immunofluorescence Studies 










Direct* 

































































































pyodermite végétante since the first 
description. There has been much 
speculation about the cause of the 
disease, and, in 1906, Gaucher and 
Malloizel* proposed a bacterial ori- 
gin. 

The clinical picture of our patient is 
similar to that of the patient of Hallo- 
peau. Hallopeau described an illness 
charaeterized by pustules and vege- 
tating eruptions that healed, leaving 
hyperpigmentation. Repeated histo- 
pathological examinations showed the 
typical (early and late) findings of 
pemphigus vegetans (Table 2). 

In recent studies, immunofluores- 
cence techniques have been used to 
detect antibodies in pemphigus vege- 
tans of Hallopeau (Table 1). In our 
case, in contrast to previous studies, 
we had the opportunity to perform 
immunofluorescence microscopy 
studies in an early stage of the dis- 
ease. As shown in Table 8, cireulating 
antibodies (IgG class) against the 
intercellular areas of the epidermis 
were present. With the direct immu- 
nofluorescence technique, it was pos- 


sible to detect intercellular staining 
with anti-IgG in involved and unin- :'! 
volved skin. The complement faetor ` 
C3 was only detectable in involved |. 
skin. The results of the immunofluor- 


escence microscopy: studies, 
formed on early pustular le 
well as on vegetating lesion 

the view that pyodermi! 


disorders; We are. inclined 

that pyodermite végétant 

to pemphigus does not, € 
on 


lopeau has. been. describe 
tive immunofluoresce 

findings." Th 
must be investigate 
cal techniques before 





ion Wu A d ir 
hé combination of pemphigus and 
autoimmune thyroiditis, to our knowl- 
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*Plus indicates positive intercellular fluorescence; minus, negative intercellular. fluorescence. 
























Indirect 
t Involved or 
Guinea Human Rat Monkey Uninvolved Intercellular intercellular Clinical 
NN Date Pig Lip Skin Tongue Esophagus Skin Staining IgG Staining C3 Description 
4/7/77 Negative Negative 1:60 1:60 involved + + Pustule 
4/26/77 Negative Negative 1:60 1:60 involved, +, + + Vegetating le- 
uninvolved sions 
8/9/77 Negative Negative 4:10 Negative involved, +, + +, — Pustule 
uninvolved 
10/10/77 Involved, + (in part), — —, = Macular pigmen- 
uninvolved tation 


edge, has not been previously re- 
ported. The concomitant presence of 
Hallopeau’s disease and autoimmune 
thyroiditis might be a coincidence but 
might also be an expression of 
increased susceptibility to autoim- 
mune diseases. 

Since this article was submitted for 
publication, we have seen another 
patient with dermatitis vegetans of 
Hallopeau. 

The patient was a 49-year-old 
woman with erosions in her mouth. An 
erythematous eruption later devel- 
oped with pustules in the axillae, sub- 


mammary, and inguinal regions and“ 


nates, which was followed by vegeta- 
tions. The skin lesions healed, leaving 
hyperpigmentation. 
Histopathological examination 
findings were typical of pemphigus 
vegetans. Direct immunofluorescence 
microscopy showed intercellular IgG 
and C3 deposits in the epidermis of 
the involved skin. In the uninvolved 
skin, only IgG deposits were detecta- 
ble. Indirect immunofluorescence mi- 
croscopy showed the presence of the 
ollowing circulating antibodies in low 
iter directed to the intercellular areas 
ithelia: rat tongue, 1/5, 
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Perioral Leukoderma Simulating Vitiligo 
From Use of a Toothpaste 
Containing Cinnamie Aldehyde 


C. G. Toby Mathias, MD; Howard I. Maibach, MD; Mareus A. Conant, MD 


* Perioral leukoderma simulating vitil- 
igo developed in a 25-year-old woman. A 
patch test to cinnamic aldehyde was pos- 
itive; depigmentation was observed at the 
patch test site three months after initial 
application. No changes in pigmentation 
occurred from a concomitant allergic 
patch test reaction to neomycin sulfate; 
only hyperpigmentation occurred at the 
site of an irritant patch test reaction to 
nonanoic acid. A toothpaste containing 


“-cinnamic aldehyde was implicated; peri- 


oral hypopigmentation resolved when a 
toothpaste without cinnamic aldehyde 
was substituted. A repeated patch test to 
cinnamic aldehyde again showed depig- 
mentation at the patch test site three 


months after application. 


: (Arch Dermatol 116:1172-1173, 1980) 


T oothpastes and other oral hygiene 
products may cause symptoms 
and dermatitis in and around the 
mouth. The subject of allergie contact 
dermatitis and stomatitis from cin- 
namic. aldehyde-containing tooth- 
pastes, dentifrices, and other oral 
products has been reviewed.'? 
Cutaneous leukoderma simulating 


vitiligo (contact vitiligo) may occur: 


from cutaneous exposure to certain 
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koderma simulating vitiligo has not 
been associated with the use of oral 
hygiene products. We report a ease in 
which perioral leukoderma was asso- 
ciated with the use of a commercial 
toothpaste. Cinnamie aldehyde was 
implieated as the responsible ingre- 
dient. 


REPORT OF A CASE 


A 25-year-old Oriental woman had a 
Six-month history of slowly progressive 
leukoderma around her mouth. It had 
begun at the oral commissures and was 
spreading above and below the lips. Two 
years before the onset of the leuko M 
she had begun using a e i 
hyde-containing toothpas 
brushed her teeth.: 
considerable... tooth 


;Leukoderma of the peri- 
ir tto the vermilion borders 

ips was sharply marginated by a 
thin’ border of hyperpigmentation. On 





Wood's lamp examination, depigmentation 
was complete at the oral commissures, but 
incomplete above and below the lips. The 
perioral skin otherwise seemed normal; 
there was no scaling or dermatitis. The 
remaining skin sürface showed no other 
depigmentary changes, A tentative diag- 
nosis of early vitiligo was made. 

Patch testing was performed with the 
routine screening series of the North 
American Contact Dermatitis Group 
(NACDG) that ineluded 2% einnamic alde- 
hyde in petrolatum. Ten percent and 20% 
aqueous solutions of nonanoie acid were 
tested as a positive irritant control. The 
tinnamie aldehyde-containing toothpaste 
was tested "as is.” Patch tests were 














occluded for 48 hours and results graded at 


d 96 hours, according to the method of 
NACDG. A 2+ papular reaction to 
aldehyde was observed at 48 and 

















myei fate, possibly related 





of the irritant reactions to nonanoie acid 
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* (Fig 2). No pigmentary changes were 
observed at the toothpaste patch test site. 
Biopsy specimens of the depigmented 
pateh test site and contralateral normal 
sa were taken and examined by both 
light aid electron microscopy. Hematoxy- 
lin-eosin and Fontana’s staining of the 
depigmented skin showed complete ab- 
sence of melanin in the basal cell layer, 
with residual pigment incontinence in the 
superficial dermis; no inflammatory infil- 
trate was present. Electron microscopy 
showed only rare, abnormal-appearing me- 
lanocytes in the epidermis, with surround- 
ing intercellular edema and rare melano- 
somes. In contrast, normal skin showed an 
even distribution of melanin in the basal 
cell layer on hematoxylin-eosin and Fonta- 
na’s staining, while electron microscopy 
showed normal numbers and morphologic 
appearance of melanocytes. 

A repeated patch test to cinnamic alde- 
hyde produced a 3+ eczematous, spreading 
patch test reaction. The patch test site was 
examined weekly. Depigmentation oc- 
curred again, with the earliest signs appar- 
ent at two months. By three months, depig- 
mentation in the repeated cinnamic alde- 
hyde patch test site was well advanced. 


COMMENT 


The clinical resemblance of the peri- 
oral leukoderma to vitiligo in our 
patient was striking. Complete depig- 
mentation was present at the oral 
commissures, and the leukoderma 
above and below the lips was sharply 
marginated by a thin border of hyper- 
pigmentation. Neither the clinical his- 
tory nor physical examination results 
suggested allergic contact dermatitis. 
The patient’s own suspicions regard- 
ing her toothpaste and a fortuitous 
allergic patch test to cinnamic alde- 
hyde were the only clues pointing to 
the cause of her disorder. 

Clinical observations and experi- 
mental studies have established that 
certain phenolic and catecholic com- 
pounds can induce depigmentation in 
human skin that may be virtually 
indistinguishable from idiopathie vit- 
iligo." Chemicals capable of produe- - 
ing depigmentation by direct contact 
with the skin include hydroquinone; 
monomethyl, monoethyl, and mono- 
benzyl ethers of hydroquinone; . 
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Fig 1.—Perioral leukoderma from tooth- 
paste containing cinnamic aldehyde. Thin 
border of hyperpigmentation is present at 
peripheral margins, above and below lips. 
Hypopigmentation is accentuated at cor- 
ners of mouth. 





Fig 2.—Cutaneous depigmentation at 
patch test site for cinnamic aldehyde three 
months after initial application. Residual 
hyperpigmented patch remains from pri- 
mary irritant reaction to 2096 nonanoic 
acid. 


p-tert-butylphenol; p-tert-amylphenol; 
p-tert-butyleateehol; catechol; methyl- 
catechol; 4-isopropyleatechol; f-mer- 
captoethylamine hydrochloride; and 
N-(2-mercaptoethyl)-dimeth ylamine 
hvdrochloride. Although allergie con- 

atitis to these depigmenting 











agents is frequently associated, Cal- 
nan and Cooke" have pointed out that 
this is no cessary prerequisite; 
Gellin e have confirmed this in 


animal studie y 

Optimal depigmenting action from 
catechols and phenols is seen when the 
4 position of the aromatic ring is 
hydroxylated, there is a nonpolar 
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side chain in the 1 position.’ Cinnamic 
aldehyde is composed of an aromatic 
ring with a single three-carbon, unsat- 
urated side chain and an aldehyde 
group on the terminal carbon of the 
side chain. That cinnamic aldehyde 
may have a similar depigmenting 
action is surprising, since its aromatic 
ring is not hydroxylated. Nonetheless, 
observations in our patient suggest 
that the depigmenting effect was spe- 
cific and not simply due to occult 
postinflammatory changes from con- 
tact allergy because depigmentation 
occurred at the patch test site of the 
allergic reaction to cinnamic aldehyde, 
no pigmentary changes were seen at 
the patch test site of the allergic reac- 
tion (of equal intensity) to neomycin, 
hyperpigmentation occurred at the 
patch test sites of the irritant reac- 
tions to nonanoie acid, and the peri- 
oral leukoderma improved when a 
toothpaste not containing cinnamic 
aldehyde was substituted. Leukoder- 
ma at irritant or allergic patch test 
sites is unusual, even with severe reac- 
tions." 

Whether the perioral leukoderma 
was due to some unique toxic effect of 
the cinnamie aldehyde molecule (or 
metabolite) on melanocytes or was a 
unique biological response of our 
patient remains to be determined; 
further cases for study are needed. 
Contact dermatitis to oral hygiene 
products containing cinnamic alde- 
hyde should be considered in the dif- 
ferential diagnosis of perioral leuko- 
derma. In suspected cases, cinnamic 
aldehyde patch test sites should be 
inspected during a three-month peri- 
od. 

Since this article was submitted for 
publication, a similar case of perioral 
leukoderma and contact allergy to cin- 
namic aldehyde, associated with the 
use of the same commercial brand of 
toothpaste, has been observed by 
Charles Diakon, MD, and Richard 
Odom, MD, of the Letterman Army 
Medical Center, San Francisco. 

Funds for the color photographs were provided 
by Stiefel Laboratories, Coral Gables, Fla. 
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Vasculitis in Cytomegalovirus Infection 


Dennis A. Weigand, MD; Walter H. C. Burgdorf, MD; Martha M. Tarpay, MD 


* A 7-year-old girl had fever, arthralgia, 
and a mild cutaneous vasculitis with 
papules, nodules, and livedo. A biopsy 
specimen of a papule showed lymphocyt- 
ic small-vessel vasculitis, with some atyp- 
ical lymphocytic nuclei. Splenomegaly 
developed, and results of subsequent 
studies supported a diagnosis of cytome- 
galovirus (CMV) infection, with atypical 
peripheral blood lymphocytes and a char- 
acteristic pattern of complement-fixing 
antibodies to CMV antigen. The CMV 
mononucleosis syndrome is rarely re- 
ported in children, and the cutaneous 
manifestations are usually rubelliform. 
Distinctive cutaneous pathologic charac- 
teristics have been described previously 
only in neonates (“blueberry muffin” syn- 
drome) and in immunosuppressed pa- 
tients (viral inclusion bodies in endothe- 
lial cells). 

(Arch Dermatol 116:1174-1176, 1980) 
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Fig 1.—Inflammatory papules and nodules on posterolateral 
aspect of thigh. Larger lesions are annular and arcuate. 


ytomegalovirus (CMV) infection 

is rarely identified as a cause of 
cutaneous disease. Antibody studies 
demonstrate that most people have 
been exposed to the virus; notable 
titers are found in 40% to 50% of 
persons in industrialized countries 
and in close to 100% of those in less 
highly developed countries. Nonethe- 
less, obvious clinical disease is, for the 
most part, limited to the neonate and 
to the immunodeficient or immuno- 
suppressed host.' Some adults may 
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manifest either hepatitis or an infec- 
tious mononucleosis-like syndrome 
(CMV mononucleosis).; We report the 
occurrence of the latter syndrome in 
an otherwise healthy 7-year-old girl 
whose initial findings were confined 
to the skin. 


REPORT OF A CASE 


A 7-year-old girl was brought to the 
University of Oklahoma Health Sciences 
Center, Oklahoma City, because of an ery- 
thematous eruption of two days’ duration. 
The rash had been accompanied by low- 
grade fever and arthralgia in the left knee 
and ankle. Past history disclosed only mild 
atopic dermatitis. Positive physical find- 
ings were confined to the skin. The thighs 
and legs exhibited erythematous, edema- 
tous, and slightly purpuric papules and 
plaques, some with an annular configura- 
tion (Fig 1). There were also findings 
suggestive of a livedo pattern (Fig 2). In, 





Fig 2.—Nodules with livedo pattern on medial area of thigh. 
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Fig 3.—Mononuclear cell infiltrate in and around vessels of upper and middle dermis 
(hematoxylin-eosin, original magnification x 125). 


addition, there were a few lesions on the 
arms. The forearms and trunk were 
spared. 

Initial laboratory studies gave the fol- 
lowing values: hemoglobin, 13.0 g/dL; 
hematocrit, 37.8%; RBCs, 4,700,000/cu mm; 
and WBCs, 5,500/cu mm, with a differen- 
tial cell count of 42% neutrophils, 5% band 
forms, 41% lymphocytes, 11% monocytes, 
and 1% eosinophils. A few lymphocytes 
were described as atypical; a repeated 
peripheral smear examined by a hematol- 
ogist showed 60% lymphocytes, 20% of 
which were atypical. Platelets were ade- 
quate in number. The ESR was 18 mm/hr. 
The urinalysis findings were within 
normal limits and the test for fecal occult 
blood was negative. Testing for febrile 
agglutinins was negative. 

* A punch biopsy specimen was taken 


' from a papule on the right thigh. The tissue 
was fixed in formaldehyde, paraffin- ` 


embedded, and stained with hematoxylin- 
eosin. Sections showed an inflammatory 







(Fig 4). Some vessels e 
swelling and homog 
infiltration by mono 
which had cleaved nuclei 
inclusion bodies were found. 
lial cells. Neither frank vess 


deeper dermis showed no foci 
ullary hematopoiesis. 
Because of the diagnostic i 
atypical Rocky Mountain spotted fever in 
this patient, she was treated with tetracy- 
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Fig 4.—Papillary capillary surrounded by 
mononuclear cells and occasional eosino- 
phils (hematoxylin-eosin, original magnifi- 
cation x 312.5). 





ig 54 -Endothelial cell Swelling and homogenization, with mononuclear cell infiltration 
memi d original magnification x 312.5). 
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-: ] 05 g/day orally for ten 
days. On the sixth day of treatment, the 
rash had faded slightly, but the patient was 
febrile (39 °C), and the spleen had become 
palpable at three fingerbreadths below the 
right costal margin. The liver was also 
palpable, and there was generalized non- 
tender lymphadenopathy. A throat culture 
yielded no pathogens. Liver function test 
results disclosed abnormalities only in the 
serum levels of SGPT (60‘tinits; normal, 10 
to 40 units) and lactie dehydrogenase (315 
mU/mL; normal, 100 to 225 mU/mL). The 
Toxoplasma antibody test was réported as 


it 
AF 
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negative initially and less than 1:8 on a 
second determination. A slide test for 
infectious mononucleosis heterophil anti- 
bodies was negative with beef cell antigen 
but slightly positive with guinea pig anti- 
gen (heterophil presumptive titer, 1:7). 
Complement-fixing titers to CMV antigen 
were present at a dilution of 1:1,024 on the 
11th day of illness. Subsequent titers were 
1:256 (24th day) and 1:128 (87th day). Dur- 
ing this time, the rash faded, leaving no 
residue. The patient subsequently felt well 
except for mild atopic dermatitis of the 
ankles. 
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Fig 6.—Mononuclear cells with atypical nuclei (arrows) infiltrating papillary capillary 
(hematoxylin-eosin, original magnification x 500). 


COMMENT 


The CMV mononucleosis syndrome 
is well organized in adults as a brief, 
heterophil antibody-negative illness, 
with little or no pharyngitis or lym- 
phadenopathy, but otherwise similar 
to infectious mononucleosis associated 
with Epstein-Barr virus.’ Although 
CMV mononucleosis has not often 
been seen in children, our young 
patient fits the clinical and serologic 
criteria for the diagnosis. She had a 
febrile illness without pharyngitis but 
with lymphadenopathy and spleno- 
megaly. The hemogram showed 11% 
monocytes and up to 20% atypical 
lymphocytes. The mononucleosis het- 
erophil antibody test was negative to 
weakly positive. Thus, true infectious 
mononucleosis could not be diagnosed, 
but the CMV antigen complement- 
fixing titers strongly suggested ac- 


1. Kumar ML, Nankervis GA: Cytomegalovi- 
rus infections. South Med J 72:854-861, 1979. 

2. Klemola E, von Essen R, Henle G, et al: 
Infectious mononucleosis-like disease with a 
negative heterophil agglutinin test: Clinical fea- 


tures in relation to EBV and CMV antibodies, 


J Infect Dis 121:608-614, 1970. : 
3. Jordon MC, Rousseau WE, Stewart JA, et al: 
Spontaneous CMV mononucleosis: Clinical and 
laboratory observations in nine cases. Ann 
Intern Med 79:153-160, 1973. 
4. Klemola E: Hypersensitivity reactions to 
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tive, and then resolving, CMV infec- 
tion. 

Cutaneous findings have apparent- 
ly not been prominent in most CMV 
infections. In one series of patients,' 
seven of 28 had a maculopapular rash 
or erythema of the palms and soles, 
and in five of these, ampicillin had 
been administered seven to nine days 
before the eruption. The investigator 
concluded that CMV mononucleosis, 
like infeetious mononucleosis, predis- 
poses to ampicillin sensitivity. Our 
patient had not received this drug. 

In neonates, petechiae may occur, 
and vesicles have been reported." Less 
commonly, dermal erythropoiesis may. 
develop, resulting in wides read, 
bluish, infiltrated, purpuric papas 
similar to what has been descri 
congenital rubella as “blueberry muf- 
fin” lesions.* At the other end of the 


age spectrum, disseminated CMV 
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ampicillin in. eytomegalbvirus mon: 
Scand J Infect Dis 2:29-31, 1970, 53 t ARI 
5. Krugman S, Ward R, Katz SLi Inf 
Diseases of Children. St Louis, CV ] 
1977, pp 4-6. ~ * p 
6. Blatt J, Kastner O, Hodes DS: € itaneou 
vesicles in congenital cytomegalovirus inf 
J Pediatrics 92:509, 1978. i19 1 
7. Brough AJ, Jones D, Page RH, et al: Dermal 
erythropoiesis in neonatal infants: A manifesta- 
tion of intra-uterine viral disease. Pediatries 
40:627-635, 1967. à MA 
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infection in elderly or immunosup- 
pressed patients has produced necrot- 
ie vasculitic ulcers.” In one of these 
cases, viral inclusion bodies were 
demonstrated by light microstopy in 
the endothelial cells of involved small 
dermal blood vessels. 

Our case is clinically unusual in two 
ways. First, our patient was only 7 
years old. Nearly all cases of CMV 
mononucleosis have been described in 
patients older than 18 years of age.^^ 
Second, our patient had distinct cuta- 
neous findings, including erythema- 
tous nodules, plaques, rings, and live- 
do. Most previous descriptions of skin 
findings in the adult patients used 
terms such as "rubelliform,"* or some- 
thing less specific.’ Acute lesions such 
as our patient displayed are often 
termed "palpable purpura," strongly 
suggesting cutaneous vascular dis- 
ease. The prominent involvement of 
the lower extremities is also in keep- 
ing with this pattern, perhaps due to 
physiologically high venous pressure 
and to stasis. The small dermal vessels 
in this area are often involved in 
cutaneous vasculitis. 

The histopathologic findings fur- 
ther support this clinical interpreta- 
tion. The presence of atypical mono- 
nuclear cells about small blood vessels 
and even within their walls meets the 
criteria of a lymphocytic vasculitis, 
We were intrigued by the focal accu- 
mulation about vessels of many cells 
similar to what our hematologist had 
interpreted as “atypical lympho- 
cytes,” in assessing our patient for 
possible infectious mononucleosis. 
Two previously reported cutaneous 
findings in CMV infection are dermal 
erythropoiesis and viral inclusion bod- 
ies seen by light microscopy in endo- 
thelial cells. We were unable to find 


either of these changes but have iden- 
_ tified a third, nodular lymphocytic 


vasculitis. 


tA TEN dA 
2 
Fr 


terly NB: Neonatal Derma- 














: 8 "Belbrión LM 


w 
* 
d 
e 
2 
pa 
© 
a 
= 
d 
© 









Cytomegalovirus Infection—Weigand et al 





Familial Mycosis Fungoides Revisited 





€ Familial examples of mycosis fun- 
goides are rarely seen; to my knowledge, 
only two carefully documented examples 
have been reported. This report uniquely 
involves a father and daughter. The dis- 
ease onset in the daughter occurred 24 
years after the father's death from myco- 
sis fungoides. 

(Arch Dermatol 116:1177-1178, 1980) 


Aeg the phenomenon of famil- 
ial aggregation is well estab- 
lished. for Hodgkin's disease, little 
has been written concerning this sub- 
ject in relation to mycosis fungoides. 
It is not considered in the recent com- 
prehensive workshop proceedings." 
Yet strangely, Alibert, who was the 
first to delineate mycosis fungoides, 













within a family. He classified it.: 
pox related to yaws, and cited 
example from the practice of o 
which a nursing in 
sister, and two other n 


thought it might be transmissible 


Walter B. Shelley, MD 


were detailed in no less than four 
publications from the University of 
Miehigan, Ann Arbor, where they 
received treatment for many 
years.** 

The second example is that of Sand- 
bank and Katzenellenbogen,’ who 
published a well-documented report in 
1968 of mycosis fungoides occurring in 
a brother and sister. Two additional 
examples have only received a passing 
note in the literature. In 1977, Cohen” 
mentioned that in his graduate thesis 
study of 59 cases of mycosis fun- 
goides, he found one woman in whose 
brother it had developed. Similarly, in 
1979, Greene et al" simply stated that 


in their series of 211 patients with 


ycosis fungoides, one woman re- 
that her father had the same 


Close reading of the original 
cet fails to disclose any such 
ation. 

"he present report stems from my 
“personal experience of treating a man 





with advanced mycosis fungoides, 
only to have his daughter come under 
my care 24 years later for the same 
disease. 
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REPORT OF CASES 


Case 1.-I first saw this 66-year-old man 
in May 1952 for the treatment of histologi 
cally proved- mycosis fungoides, in, the 
tumor stage. He had had a long history : 
chronic geographic plaques of derma 
and had been hospitalized on two prey. 
occasions for the treatment of his mycos 
fungoides. Multiple courses of radiation 
had produced no effect. DE 

Examination indicated numerous ul 
tive nodules and tumors present in er 
thematous plaques over his back, and there 
was notable bilateral inguinal lymphade- 
nopathy with overlying radiodermatitis. 
His legs were extremely edematous. 

At the time of this hospitalization, me- 
chlorethamine hydrochloride (nitrogen 
mustard) was given intravenously. Little 
change in the tumors was seen, and the» 
patient died in November of that year. 

Case 2.-I first saw this 67-year-old 
woman in September 1976 for the evalua: 
tion of à pruritie eruption on her back and 
arma. Present for months, the eruption had 
shown no response to 0.1% triamcinolone. 
acetonide. She stated that she was allergie 
to seafood and sunlight. In 1968, she had - 
had a left-sided pneumonectomy and radi- - 
ation therapy for squamous cell carcinoma 
of the lung, with mediastinal metastases. 
In 1975, a chest film showed a right uppe 
be mass. Her family history was not. 
emarkable, with the exception of her fath- 
r's myeosis fungoides. The eruption eon- 
sted of large erythematous:and licheni- 
id plaques over her arms, leg, and: ack 
nd a large geographic plaque on her right ; 

















































n t : ed no posi- 
tive reactior normal studies 
included complete blood cell count, ESR, 




































\2-factor automated chemical’ analysis, 
serum electrolyte level, serum protein elec- 
trophoresis level, thyroid hormone levels, 
and lupus erythematosus cell preparations. 
An upper and lower gastrointestinal tract 
series, a liver-spleen sean, and an intrave- 
nous pyelogram were normal. A chest 
roentgenogram again. demonstrated’ a 
mass in the right upper lobe that had been 
enlarging since the time it was first noted 
in 1975. It was interpreted as a malignant 
tumor. 

Treatment was limited to topical me- 
ehlorethamine, which was applied daily 
over the entire body for seven weeks with 
notable relief of her pruritus. At the end. of 
treatment, all of the inflammatory lesions 
were gone, leaving residual hyperpigmen- 
tation. A biopsy specimen taken at that 
time showed no evidence of mycosis fun- 
goides, 

Close regular follow-up examinations 
during the next 15 months showed no 
recurrence of the mycosis fungoides. At 
the end of that time, the patient died of a 
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ed 2. Paris, Germer Balliere, 1835. 

4. Stelwagon HW: Treatise on Diseases of the 
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p 876. 
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‘interrelationships. Arch Dermatol — Syphilol 
:19:533-594, 1929, 
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histologically proved. adenocarcinoma of 


the remaining lung. A postmortem exami- 
nation. was not done. 


COMMENT 


The importance of the familial inci- 
dence of mycosis fungoides is un- 
known. Even the magnitude of famil- 
ial risk remains uncertain, since this is 
a cutaneous T-cell malignant lympho- 
ma with an exquisitely prolonged pre- 
malignant phase that may linger for 
decades. The familial incidence sug- 
gests that the disease may have a 
genetic basis or may be an expression 
of common exposure to a transmissi- 


ble agent. Korn-Heydt,* in her com- 
. plete review of familial mycosis fun- 
goides in 1966, stated that the sparsity 


of cases prevented any conclusions 
concerning a hereditary factor. Note- 
worthy is the fact that a transmissible 
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agent could explain the clustering of 
cases that occur in certain communi- 
ties.'* However, no example of spouse 
pairing has been reported. In this 
regard, record has been made of 
Hodgkin's disease developing in a 
man four years after his wife was 
found to have mycosis fungoides.'^ 
Furthermore, Greene et al" found 
lymphomas or leukemias in eight of 
211 "mycosis fungoides families," sug- 
gesting that mycosis fungoides occurs 
in persons with a genetic predisposi- 
tion to. lymphoproliferative tumors or 
a common exposure to a causal 
agent. 

Sophisticated long-term epidemio- 


logie studies are needed to obtain 


further knowledge of the true inci- 
dence and risk of mycosis fungoides in 
the family group. 
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in Inflammatory Linear 


Verrucous Epidermal Nevus 


Robert M. Adrian, MD, Howard P. Baden, MD 


€ A baby had inflammatory linear verru- 
cous epidermal nevus (ILVEN). Scale 
from the lesion was analyzed by sodium 
lauryl sulfate polyacrylamide gel electro- 
phoresis. It showed a pattern different 
from psoriatic scale. This procedure was 
useful in distinguishing the lesion (or ILV- 
EN) from psoriasis, the diagnosis that had 
been made earlier. 

(Arch Dermatol 116:1179-1180, 1980) 


Ny linear verrucous epi- 
dermal nevus (ILVEN) was first 
described in 1971 by Altman and Meh- 
regan. In their report of 25 cases, 
they believed it to be a distinct variety 
of epidermal nevus that had a charac- 
teristic inflammatory and psoriasi- 
form appearance. Before the appear- 
ance of the article, these lesions had 
been confused with linear psoriasis 
and lichen simplex chronicus. We 
describe here a patient with a congen- 
ital ILVEN associated with bone and 
cardiac defects. In addition, stratum 
corneum fibrous protein was exam- 
ined using sodium lauryl sulfate (SLS) 
polyacrylamide gel electrophoresis 
(PAGE), and the pattern was shown to 
be different from that of psoriatic 
scales. 


REPORT OF A CASE 


, ` A 22-month-old girl was referred to the 
Massachusetts General Hospital, Boston, 
for evaluation of cyanosis that had been 


present since birth. c 
The patient weighed 2.95 kg at biith, 
Cyanosis, a cardiac murmur, and disloca- 
tion of the left hip had also been noted at 
birth, the latter established by physical 
examination and a roentgenogram. The 
child was adopted shortly after birth and, 
according to her parents, was also noted to 
have red patches on her face and the left 
side of the trunk. At the age of 3 months, 
the patient had had recurrent cyanotic 
spells- Cardiac evaluation at that time 
showed findings consistent with a clinical 


diagnosis of Fallot’s tetralogy. The patient 
mr. 
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was seen by a dermatologist when she was 
1 year old, and a skin biopsy of the ILVEN 
lesion was performed (Fig 1) The histo- 
logie findings were interpreted as being 
consistent with psoriasis. The patient's 
parents noted that treatment with 1% 
hydrocortisone eream made all the lesions 
less red, but none of the lesions ever 
regressed, and new ones continued to 
develop. There was no history of seizures, 
eye problems, or skeletal defects. 

Physical examination disclosed a thin 
girl with mild peripheral and labial eyano- 
sis. The hair was normal. The nails on the 
second and third fingers of the left hand 
showed pitting. Several well-demarcated 
erythematous plaques were scattered over 
the face. The left side of the trunk, left 
inguinal area, and left lower extremity 
showed linear erythematous plaques with 
areas of thick micaceous scale (Fig 2). 

A diagnosis of Fallot’s tetralogy was 
established by the cardiology group based 
on cardiac catheterization data and angiog- 
raphy. 


HISTOPATHOLOGY 


Examination of the original skin 
biopsy specimen showed a thick para- 


a) » P4 p 
Aa i u^ i 
Fig 1.—Features in biopsy specimen similar to those observed in psoriasis include 
neutrophils in parakeratotic stratum corneum, loss of granular layer, and regular 


psoriasiform epidermal hyperplasia. Papillary dermal papillae are edematous and 
contain strikingly dilated superficial capillary venules (hematoxylin-eosin, x 160). 


Epidermal Fibrous Proteins—Adrian & Baden 


keratotie scale with multiple neutro- 
phils overlying an acanthotic epider- 
mis. The granular layer was absent 
focally, and the upper dermis showed 
capillary dilation and a perivascular 
lymphohistiocytic infiltrate surround- 
ing the vessels of the superficial vas- 
cular plexus. 


EPIDERMAL 
PROTEIN ANALYSIS 


Specimens of scale from plaques on 
the lower extremity were obtained 
and processed for SLS PAGE accord- 
ing to the procedure outlined by Bad- 
en et al The pattern we obtained 
clearly differed from that of the pso- 
riatic scales (Fig 3). 


COMMENT 


In 1971, Kaidbey et al’ described 
five patients with persistent pruritic 
linear eruptions that were unrespon- 
sive to therapy. Clinically, the lesions 
were characterized by discrete and 
confluent scaling erythematous pap- 
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Fig 2.—Linear psoriasiform lesion on pos- 
terior of right thigh. 


Fig 3.—Sodium lauryl sulfate polyacryla- 
mide gel electrophoresis pattern of protein 
from scales of psoriatic plaque (P) and 
inflammatory linear verrucous epidermal 
nevus lesion (N). Polypeptides are sepa- 
rated by this technique on basis of size. A 
indicates molecular weight of 45,000; B, 
51,000; C, 59,000; and D, 67,000. In P, A 
and C are more intense than B and D. InN, 
only bands A and B are seen, and they are 
of equal intensity. 


ules and plaques. Histologically, the 
lesions were psoriasiform, and the 
authors thought that they represented 
a variant of epidermal nevus showing 
a dermatitic component. In the same 
year, Altman and Mehregan' de- 
seribed the clinical and histopatholog- 
ic features of 25 patients with ILVEN. 
They believed that ILVEN was a 
clearly defined clinical and histopath- 
ologie variety of linear epidermal 
nevus. As described by these authors, 
lesions seen in ILVEN show the fol- 
lowing characteristic features: (1) on- 
set at an early age, (2) 4:1 female to 
male ratio, (3) frequent involvement 
of the left side of the body, (4) notable 
pruritis, (5) persistence of lesions 
refractory to treatment, and (6) a 
distinct inflammatory and psoriasi- 
form histologic appearance. 

In a review of 23 cases of the epider- 
mal nevus syndrome, Solomon et al! 
noted 18 cases (78%) with skeletal 
abnormalities, ten cases (43%) with 
CNS disease, and nine cases with both. 


1180 Arch Dermatol—Vol 116, Oct 1980 


None of the patients had the clinical 


or histologic features of ILVEN.-In 


1963, Rossman et ab deseribéd a 
patient who had a nilait a eatin on 
with histologic features of a dermati- 
tis associated. with numerous § eletal 
and renal defects. In 1970, Baden and 
Rex’ described a 6-year-old g 

linear epidermal nevus with 
features of a psoriasiform ¢ 


try. Recently, Golitz and Weston’ 


described a female infant with © 
ILVEN on the right buttock and right 
leg, associated with skeletal anomalies a Se 


of the upper and lower extremities. 
Our patient showed typical features of 
ILVEN with an associated cardiac 
defect and congenital dislocation of 
the left hip. x 

The differential diagnosis of 
ILVEN includes linear psoriasis, li- 
near localized neürodermatitis, linear 
Darier's disease, lichen striatus, and 
linear lichen planus. Clinicopathologic 
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features help to rule out all of these’ 
except linear psoriasis, the existence 
of which has been debated during the 


past few years. There are isolated case * 


reports*" of linear psoriasis, but as 
Beek and Jantzen'* point out, linear 
psoriasis is usually associated with 
more typical psoriatie lesions else- 
where. 

Recently, several investigators»? 
have reported that the SLS PAGE 
pattern of protein extracted from 
scales of involved psoriatic skin dif- 
fers from that of uninvolved skin and 
normal controls, the latter two show- 
ing two bands of molecular weight 
51,000 and 63,000. In psoriatie scales, 
there are four bands of molecular 
weight—45,000, 51,000, 59,000, and 
67,000—the 45,000 and 59,000 bands 
being the most intense; this has been 
observed in more than 100 patients 
whom we have studied. In the ILVEN 
patient, there were only two bands of 
equal intensity of 45,000 and 51,000, 
which is different from both psoriasis 
and normal superficial stratum cor- 
neum. It thus seems that SLS PAGE 
analysis of scale may be used to dif- 
ferentiate ILVEN from psoriasis, 
although additional cases of ILVEN 
should be studied to verify the useful- 
ness of this procedure. 


This work was supported by grant AM-06838 
from the National Institutes of Health. 

Nancy B. Esterly, MD, provided the biopsy 
slide for review. 
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A Pauls! Case 


Young C. Kauh, MD; Mary E. Knepp, MD; Herbert A. Luscombe, MD 


€ A case of familial pseudoatropho- 
derma colli was found in a 22-year-old 
Indian woman whose sister and father had 
similar eruptions. Pseudoatrophoderma 
colli is an unusual papillary dermatosis in 
which the lesions appear atrophic. The 
condition responded very well to treat- 
ment with 596 lactic acid ointment. It is 
likely that pseudoatrophoderma colli is 
more common than has been reported. It 
should be considered in the differential 
diagnosis, along with acanthosis nigricans 
and confluent and reticulated papilloma- 
tosis of Gougerot and Carteaud when a 
pigmented and papillary dermatosis is 
present around the neck and upper part of 
the thorax. 

(Arch Dermatol 116:1181-1182, 1980) 


seudoatrophoderma colli is a rare 
dermatosis consisting of papules 
and pigmentation that create the 
appearance of atrophy. It is usually 
found on the neck and upper part of 
the thorax. The first case report by 
Becker and Muir' in 1934 described a 
19-year-old woman with lesions that 
had been present for four years. The 
lesions encircled the neck, and, on 
close inspection, the apparently depig- 
mented portion was glossy; the appar- 
ently pigmented regions consisted of 
epidermis thrown up in tiny folds.' 
The original biopsy specimen showed 
a thick, loose stratum corneum, vari- 
able aeanthosis, and a loose subpapil- 
, lary dermis with fairly even pigmen- 
tation. We present here a case of 
pseudoatrophoderma colli in a young 
woman with two family members who 
were affected by the same disorder. 


REPORT OF A CASE 
A 22-year-old Indian woman requested 


) 


treatment for a pruritic sealing eruption on. 


her neck and upper part of her back tha 
had been present for the past five years. 
She stated that previous treatment she had 
received had not cleared the rash. ` . 
es examination showed a thin 
woman in good general health with a dis- 
tinctive spotted appearance of her neck. 
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Around the neck there was a dappled pat- 
tern consisting of hyperpigmented and 
hypopigmented skin lesions that appeared 
atrophic (Fig 1). The lesions covered the 
neck at the sides and extended over the 
upper part of the shoulders in the form of a 
cape (Fig 2). Papillary projections with 
darker pigmentation than the surrounding 
skin were found in the axilla. 

The remainder of the results of the 
dermatological examination, including the 
hair and nails, were within normal limits. 
There was no evidence of any nutritional or 
metabolic disease on physical examina- 
tion. 

The patient’s sister was examined later 
and was found to have a similar eruption. 
The patient’s father also had fine macules, 
papules, and scaling of the neck on exami- 
nation. 

A potassium hydroxide preparation was 
negative for fungi; Wood’s light examina- 
tion results were normal. A biopsy speci- 
men of the lesion on the neck showed 
hyperkeratosis and mild irregular acantho- 
sis. The granular layer was thin to slightly 
decreased. There was a mild perivascular 
monocytoid cellular infiltration in the 





Fig 1.—Skin lesions on neck showing 


hyperplgenteo and hypopigmented pa- 
pules with scaling. 


Yin # 





upper corium (Fig 3). 

The patient was treated with 5% lactic 
acid in a hydrophilic ointment twice daily. 
Within two weeks she had relief of pruri- 
tus, and the treated lesions became flat, 
smooth, and less pigmented. Her sister had 
similar results with the use of the 5% lactic 
acid ointment but her father declined 
treatment. 


COMMENT 


Pseudoatrophoderma colli was first 
reported in 1934 by Becker and Muir.' 
Frost and Epstein? then presented 
two sisters, aged 19 and 20 years, to 
the Los Angeles Dermatological Soci- 
ety in 1939. A third sister was not 
affected. In 1955, Ayres and Ayres’ 
presented a 34-year-old Mexican wo- 
man who had a more widespread dis- 
tribution of lesions that also involved 
the skin under the breasts. She was 
treated with 50,000 units/day of vita- 
min A, with clearing of the lesions. In 
1955, Obermayer and Becker' pre- 
sented a 45-year-old white woman 





Fig 2.—Skin lesions on back show cape- 
like arrangement of papules over should- 
ers. 





Fig 3.—Left, Skin of neck displaying hyperkeratosis, hypogranulosis, mild irregular 
acanthosis in epidermis, and mild perivascular monocytoid infiltrations in upper corium 
(hematoxylin-eosin, x 100). Right, Same section of skin at higher magnification (hema- 


toxylin-eosin, x 400). 
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who had previously been presented in 
1944 by Ayres to the Los Angeles 
Dermatological Society. This patient 
had buff-colored fine scales over her 
neck, chest, arms, and mons veneris 
that had been present for 14 years 
with varying degrees of intensity. 
Until Kesten and James’ reported 
five new cases in 1957, only nine cases 
of pseudoatrophoderma colli had been 
reported, all in young women from 15 
to 36 years of age. Kesten reviewed 
and summarized the histological find- 
ings in seven patients. The epidermis 
was hyperkeratotic with occasional 
parakeratosis and thinning of the 
granular layer; acanthosis was pres- 
ent in some areas, with some vacuola- 
tion and pyknosis of prickle cells. The 
dermis showed dilation of the superfi- 
cial blood vessels and minimal perivas- 
cular lymphocytic infiltration. The 
elastic tissue was fragmented in one 
case and normal in six. In two cases 
reviewed by Montgomery,’ mild atro- 


| phy of the epidermis was noted but 


other authors found no epidermal 
atrophy. 

Obermayer and Becker‘ felt that 
vitamin A deficiency was a contribut- 
ing factor to the cause of pseudoatro- 
phoderma colli, while Frost and 
Epstein, on the basis of histological 
study, characterized the disorder as a 
form of parapsoriasis. Obermayer and 
Becker,' however, believed that it was 
an epidermal nevus. 

Several dermatologists in the past 
have felt that pseudoatrophoderma 
eolli is not a separate entity but a 
variant of confluent and reticulate 
papillomatosis of Gougerot and Car- 
teaud. 

In 1953, Waisman* discussed the 
relationship among cutaneous papillo- 
matosis, pseudoacanthosis nigricans, 
and benign acanthosis nigricans. He 
believed that pseudoacanthosis nigri- 
cans and confluent and reticulate 
papillomatosis were the same entity 
based on similarities in clinical ap- 
pearance and histological findings. 

Confluent and reticulate papilloma- 
tosis begins in adolescents and young 
adults and starts in the intermamma- 
ry area. The eruption is composed of 
tiny gray papules that form a plaque 
in the long axis of the anterior trunk, 
axillae, interseapular region, and 
neck. 

In 1949, Casals? described a pig- 
mented papillary dystrophy in three 
Cuban women. He believed that this 
was a physiological finding in more 
darkly pigmented persons, but Curth* 
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credited Casals with the first descrip- 
tion of pseudoacanthosis nigricans. 
Pseudoacanthosis nigricans was de- 
scribed by Curth* in 1951 in patients 
who were obese and had dark com- 
plexions. She stated that the physical 
factors of pressure, maceration, and 
perspiration contributed to formation 
of the lesions and that they disap- 
peared with weight reduction. The 
histological changes were not differ- 
ent from those found in acanthosis 
nigricans. 

Finally, in 1957, Kesten and James’ 
presented four black women and one 
black man with a pigmented papillary 
disorder showing crinkling of the skin 
of the neck. There were also lesions of 
fine reticular pigmentation and ma- 
cules that appeared wrinkled on the 
chest, axillae, and between the 
breasts. There were no familial cases 
among their patients with confluent 
and reticulate papillomatosis. In his- 
tological studies of the various types 
of lesions from the five patients, the 
depigmented atrophic areas showed 
changes similar to those described in 
pseudoatrophoderma colli, and the 
hyperpigmented furrowed (and at 
times papillary) areas showed changes 
found in either confluent and reticu- 
late papillomatosis or acanthosis ni- 
gricans. Kesten and James’ believed 
that since the patients had physical 
findings of both confluent and reticu- 
late papillomatosis, pseudoatropho- 
derma colli, and similar histological 
findings, pseudoatrophoderma was a 
subvariety or transitional form of con- 
fluent and reticulate papillomatosis. 


In addition to the various forms of | 


acanthosis nigricans and to confluent 
and reticulate papillomatosis, the. dif- 
ferential diagnosis ' pseudo- 
atrophoderma colitincla es s ichthyosi- 
form dermatoses such as ichthyosis 
vulgaris. Tinea versicolor Should be 
excluded as well. 

In the past, therapy for pseuudoatro- 
phoderma colli included the use of the 
quartz lamp,' keratolyties, topical cor- 
licosteroids, ^ superficial radiation - 
therapy, and oral vitamin A; Wi 
local therapy, the dermatosis à 


waxes and wanes. One E 








ry's was reported to sh 
neous clearing. 
Our patient was ‘teat 
lactic acid in hydrophili inti 
with relief of itehing and. sea 
The pigmentation became light@r and 
much less pronounced. The use/of the - 
a-hydroxy acids, of which lactic acid is ` 
one, was introduced nee Scott i 


pas 








4 ders. Arch Dermatol 110:586-590, 1974. 


- cally Oriented Symposium of 


Wu’ for the treatment of ichthyosis 
and related disorders. The a-hydroxy 
acids are not keratolytics, but have an 
unknown mechanism of action that 
seems to interfere with the keratini- 
zation process.'* 

We believe that pseudoatropho- 
derma colli is a separate entity from 
the other pigmentary papillary disor- 
ders. The constant location of pseu- 
doatrophoderma colli on the neck and 
upper shoulders and its presence in 
slender as well as obese persons with 
no underlying systemic disease sepa- 
rates it from acanthosis nigricans. 

Pseudoatrophoderma colli is re- 
ported in three family members in 
two generations in this report. Pre- 
viously, the dermatosis was reported 
in sisters.’ It is likely that pseudoatro- 
phoderma colli is an autosomal domi- 
nant dermatosis and is a separate and 
distinct disease entity. 

Since our patient responded to 
treatment with 5% lactic acid oint- 
ment, it is possible that pseudoatro- 
phoderma colli may represent a here- 
ditary nevoid defect in keratiniza- 
tion. 

Pseudoatrophoderma colli is proba- 
bly more common than reported, as 
suggested by Obermayer and Becker' 
and should be considered, along with 
acanthosis nigricans and confluent 
and reticulate papillomatosis, in the 
differential diagnosis of a pigmented, 
papillary dermatosis present on the 
neck. 
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A Report of Two Patients 
With Lichen Aureus 


William Abramovits, MD; Joseph W. Landau, MD; Nicholas J. Lowe, MD, MRCP 


e Two patients with lichen aureus are 
described. The clinical and histologic fea- 
tures of our patients were compared with 
previously reported cases of lichen au- 
reus in an effort to classify this entity 
properly among the pigmented purpuric 
dermatoses. We regard lichen aureus as a 
distinct entity. Although this disorder has 
been described principally in adult pa- 
tients, it began at the age of 14 years in 
one of our patients. 

(Arch Dermatol 116:1183-1184, 1980) 


he term "lichen purpuricus" was 

first used in 1958 to describe a 
patient presented by Martin' to the 
Royal Society of Medicine as a "case 
for diagnosis." Calnan? suggested the 
name "lichen aureus" for a similar 
case in 1960, and the entity was intro- 
duced to the American literature in 
.1970 by Farrington.’ We observed two 
additional patients who showed the 
characteristic features of this dis- 
ease. 


REPORT OF CASES 


Case 1.—A 21-year-old woman was seen 
in 1977 at our dermatology clinic for a 
persistent skin eruption on the hand that 
began at the age of 14 years. The disease 
had had an abrupt onset, and the character- 
isties of the lesions had not changed sub- 
stantially throughout its course. Moderate 
ritus was occasionally noted. There was 
ry of medication taken for sys- 
ect at the time of onset. Oral 
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Fig 1.—Small gold papules on proxi- 
mal third of right index finger 
(case 1). 





Fig 2.—Skin biopsy specimen from finger 
showing broadened papillae and lympho- 
histiocytic infiltrate separated from der- 
mal-epidermal junction by narrow zone of 
normal collagen (case 1) (hematoxylin- 
eosin, x 100). 





Fig 3.—Perls' test shows abundance of 
hemosiderin in histiocytes (case 1) (Perl's 
stain, x 100). 





Fig 4.—Bilateral purple plaques on 
anterior tibial areas (case 2). 
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tetracyclines (250 mg taken twice a day for 
six weeks) and 0.1% triamcinolone aceton- 
ide cream had not been of benefit. 

Examination indicated gold papules ar- 
ranged in an almost linear configuration 
on the. palmar aspects of the right index 
finger (Fig 1). These lesions met the clini- 
eal criteria for the diagnosis of lichen 
aureus.' 

A skin biopsy specimen showed minimal 
hyperkeratosis and broadening of the 
= papillae without exocytosis or spongiosis, A 
band-like lymphohistiocytic infiltrate was 
seen in the upper dermis, beneath a thin 
grenz zone of normal tissue. There was 
slight thickening of the capillary walls and 
conspicuous extravasation of erythrocytes 
into the perivascular area, where a histio- 
cytic-lymphocytic infiltrate was also pres- 
ent (Fig 2). Perls’ test showed an abun- 
dance of hemosiderin in the area of the 
infiltrate (Fig 3). 

Case 2.—A 34-year-old man had a one- 
month history of skin lesions on both ante- 
rior tibial areas in February 1978. These 
were mildly pruritie and were not preceded 
by trauma. There was no history of inter- 
nal medication. Examination indicated 
lesions that were 2 cm in diameter, purple, 
and slightly elevated (Fig 4). The skin 
biopsy specimen showed thinning of the 
epidermis; a lymphohistiocytie band in the 
upper dermis was separated by a narrow 
zone of normal collagen from the epidermal 
basal cell layer. 

The clinical and histologic features of 
this case resembled closely those of a 
patient recently described by Waisman 
and Waisman.‘ 


COMMENT 


Entities that have been classified as 
pigmented purpuric dermatoses are as 


1. Martin RH: Case for diagnosis. Trans St 
Johns Hosp Dermatol Soc 40:98, 1958. 

2. Calnan CD: Lichen aureus. Br J Dermatol 
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3. Farrington J: Lichen aureus. Cutis 6:1251- 
1253, 1970. 

4. Samman PD: Lichen aureus, in Rook A, 
Wilkinson DS, Ebling FJG (eds) Textbook of 
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follows: progressive pigmentary der- 


matitis (Sehamberg's disease), stasis 
purpura, itching purpura of Lowen- 
thal, eczematid-like purpura of Doucas 
and Kapetanakis, familial pigmented 
purpurie eruption, purpura annularis 
telangiectodes (Majocchi’s disease), 
purpura telangiectatica arciformis of 
Touraine, pigmented purpuric liche- 
noid dermatosis of Gougerot and 
Blum, and lichen aureus or lichen pur- 
puricus. They share the clinical fea- 
tures of eruptive pigmentation. The 
primary lesions are minute red-to- 


purple puncta of pinhead size that do. 


not completely blanch on pressure and 
represented dilated capillaries that 
may rupture, resulting in petechiae or 
purpura. 

There may be considerable clinical 
and histologic overlap between. these 
entities. 

Some consider lichen aureus a vari- 
ant of the pigmented purpuric liche- 
noid dermatosis of Gougerot and 
Blum disease‘ or Sehamberg's disease, 
but others consider it a distinct enti- 
ty.’ 
Lichen aureus is a rare dermatosis 
characterized by lichenoid papules or 
plaques, generally localized in a cir- 
cumscribed area. The color of the 
lesions varies from a striking gold 
(aureus) to a dark purple (purpuri- 
cus). 

The condition may be initially inter- 
preted as bruising that appears with- 
out known trauma. 

In general, after progressing over a 
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short period, the lesions become sta- 
tionary.* Most reported cases of lichen 
aureus have. occurred in adults, but 
there have been two reported child- 
hood cases.* One of our patients was 14 
years old at onset (patient 1). 

The most common location for the 
plaques are the lower extremities, 
where they are usually distributed 
unilaterally. However, they may be 
present anywhere on the body sur- 
face. 

No firm association of lichen aureus 
with other diseases or with drugs has 
been observed. Topical steroids may 
improve the inflammatory component 
but do not alter the color of the 
lesions. 

Reviews of histologie changes sug- 
gest that they often overlap with 
those of other pigmented purpurie 
eruptions.** The epidermis is usually 
unaffected, but atrophy and hyper- 
keratosis may be seen. The rete ridges 
may be flattened. An upper dermal 
dense band-like infiltrate, composed 
of lymphocytes and histiocytes, is 
present in the upper dermis and peri- 
vaseularly around the capillaries. It is 
usually separated from the epidermis 
by a narrow grenz zone. Endothelial 
sweling and extravasated erythro- 
eytes are seen. Hemosiderin is found 
within the histiocytes. 

The clinical and histologic features 
in our two patients are those of lichen 
aureus, which we believe is a distinct 
clinieal entity. 
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IMPRESSIV E SAFETY PROFILE 


During clinical trials 
Cloderm was safety-evaluated' 
for up to seven months, in five 
study groups involving a total 

of 506 patients with a variety of 
dermatoses. The medication was 
applied to the affected skin in 
accordance with label directions 
and side effects were monitored. 
Result: no reports of secondary 
infection, skin atrophy, striae, 
hypertrichosis, acneform 
eruption or hypopigmentation. 


Cloderm was safety-evaluated* 
for up to 40 days in studies of 
147 faces, including those of 
children, being treated for atopic 
and seborrheic dermatitis. The 
medication was applied to the 
affected skin in accordance with 
label directions and side effects 
were monitored. 

Result: no reports of skin atrophy, 
striae or hypopigmentation. 


In tests for adrenal 

suppression 

In this safety test,' 60 grams of 

Cloderm were applied, under 

occlusion, to 80%_of the body of 

each of 10 normal subjects for 

21 davs. Serial 17-ketosteroid and 

cortisol plasma deterniinations 

were performed during and after 

application. 

Result: no adrenal suppression These studies suggest, in the 

was noted in any of the subjects. opinion of one investigator, 
that “...Cloderm may be applied 
for long periods of time without 
the development of delayed or 
cumulative local or systemic 
toxicity.” | 








AND AN EMPHASIS 
ON RAPID RESPONSE _ 


Investigators noted a remarkably rapid response 

to Cloderm against various dermatoses. For the vast 
majority of patients, a good to excellent response 
was noted within two weeks; in fact, many patients 
responded in 4 to 7 days. 

Vanishing cream base is well accepted. 













RAPID RESPONSE IN CONTACT DERMATITIS' 

Twenty of these 
patients were 
treated with 
placebo. Good to 
excellent results 
were observed in 
3596 after one 
week, in 4796 after 
two weeks and in 
5096 after three 
weeks. 









DAY. OF 
OBSERVATION 


One hundred of 
these patients 
were treated with 
placebo. Good ta 
excellent results 
were observed in 
27% after four 
days, in 41% after 
one week and in 
51% after two 
weeks. 


ID RESPONSE IN ATOPIC DERMATITIS ' 
IS (209 patients) 


36 RESPONSE TO TREATMI 
2v {Good to Excellent) 






e of adverse effects. 


iedication appli 


encountered wit 


ri } ion. 47 patients were treated 
iven placebo only, and 46 patients were given both. Dryness and ^^ 
on-related side effects observed in these studies. One case of 
able to- medication, occürred in a patient treated for seborrheic 






o placebo were dryness, irritation and contact dermatitis. 





















CLODERM* 
(clocortolone pivalate) Cream 0.1% 
Indications: CLODERM (clocortolone pivalate) 
/Créám 0.196 is intended for relief of the inflam- 
‘matory manifestations of corticosteroid respori- 
sive. dermatoses. f 
;:Contraindications: Topical steroids are con- 
traindicated in those patients with a history of 
hypersensitivity to any of the components of the 
preparation. ‘ 
Precautions: If irritation develops, the product 
should be discontinued and appropriate therapy ` 
instituted. LM 
In the presence of an infection, the use of ah. 
appropriate antifungal or antibacterial agent 
should be instituted. If a favorable response . 
does not occur promptly, the corticosteroid 
should be discontinued until the infection h 
been adequately controlled, UD 
If extensive areas are treated or if the occlusive 
technique is used, there will be increased 
temic absorption of the.corticosteroid anc 
able precautions should be taken, parti 
in children and infants. xm : 
Although topical steroids have not been report 
‘to have an adverse effect on human pregn 

the safety of their use in pregnant women h 

“not absolutely been establishe laborat 

animals, increases in incidence of fetal ab 
“malities have been associated with expost 
of gestating females to topical corticosterdic 
some cases at rather low dosage levels. 
‘Therefore, drugs of this class should not 
used extensively on pregnant patients, in large: 
amounts, or for prolonged periods of time. 
The product is not for ophthalmic use. 
Adverse Reactions: The following local advèrs 
reactions have been reported with topical corti- 
costeroids, especially under occlusive dressings: 
burning, itching, irritation, dryness, folliculitis 
hypertrichosis, acneform eruptions, hypopig, 
mentation, perioral dermatitis, allergic contact 
dermatitis, maceration of the skin, secondary 
infection, skin atrophy, striae and miliaria; o 
Dosage and Administration: Apply CLO} 
(clocortolone pivalate) Cream 0.1% sparingly to 
the affected areas three times a day and rub in, 
gently. | 
In resistant cases CLODERM Cream may bé 
applied more frequently — or using the occlusive 
dressing technique. : 
Occlusive Dressing Technique: If occlusive dress: 
ings are used to treat resistant lesions, a small 
amount of CLODERM Cream should be rubbed 
into.the lesion. The preparation should be . 

. reapplied leaving a thin coating on the lesion; 
and it should be covered with a pliable non- 
porous film, Overnight occlusion treatment has _ 
been generally satisfactory, but the frequency 
and duration of occlusion should be individually. 
determined. Reapplication of CLODERM Cream 

should: be carried out when the dressing is 
removed, and again prior to the next occlusia: 




















































































































How Supplied: CLODERM (c) 
“late) Cream 0.196 is supplied i 
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Stiefel 
announces 


The widest spectrum of 


benzoyl peroxide therapy 





PanOxyl 


(Benzoyl peroxide 2⁄2% 


PanOxyl 


(Benzoyl peroxide 596) 


PanOxyl 


(Benzoyl peroxide 10%) 


PanOxyl 5 


(Benzoyl peroxide 5% 


. (Benzoyl peroxide IXY 


O, 


> The widest spectrum of aqueous gels... 
including the only 2⁄2% strength 


> As effective as alcohol gels 


> Minimally drying 
> Excellent patient tolerance and 
compliance 


> Alcohol reduced to 20% 
... With no loss in effectiveness 


> Solvent action of alcohol makes them 
ideal for oily skin 


> Less stinging than older gels 
> Reliable, long-lasting stability 
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including the only 2⁄2% formulation 


PanOxy 





[AQ2/ 


(Benzoyl peroxide 2/576) 


.* The mildest benzoyl peroxide gel available 
> The benzoyl peroxide therapy of choice 


for patients with dry or fair skin 


> Unsurpassed for initiating therapy or 


> 


THERAPY 


maintenance regimens 
Logical complement to tretinoin therapy 


SUIDE TO THE PANOXYL SPECTRUM 


SKIN TYPE 
DRY AVERAGE 






PanOxyl 10 


Po 


Typical applications of PanOxyl AQ and PanOxyl. 
As always, individual patient response and your own clinical 
judgment provide the most precise guide to therapy. 


From dry skin to oily ... from mild acne 
to severe ... there is a form and strength 
of PanOxyl to suit each acne patient's 
individual needs. 


Composition: PanOxyl AQ 2/4 contains 2⁄2% benzoyl peroxide in a gel base formu- 
lated with purified water, polyoxyethylene lauryl ether, propylene glycol, sodium lauryl 
sulfate, carbomer 934P and di-isopropanolamine. 


PanOxyl AQ 5 contains 5% benzoy! peroxide in a gel base formulated with purified 
water, polyoxyethylene lauryl ether, propylene glycol, sodium lauryl sulfate, carbomer 
934P and di-isopropanolamine. 


PanOxyl AQ 10 contains 10% benzoyl peroxide in a gel base formulated with purified 
water, polyoxyethylene lauryl ether, propylene glycol, sodium lauryl sulfate, carbomer 
934P and di-isopropanolamine. 


PanOxyl 5 contains 5% benzoyl peroxide, 20% alcohol, polyoxyethylene lauryl ether, 
colloidal magnesium aluminum silicate, hydroxypropylmethylcellulose, citric acid and 
purified water. 


9 :PanOxyl 10 contains 10% benzoy! peroxide, 20% alcohol, polyoxyethylene lauryl ether, 


loidal magnesium aluminum silicate, hydroxypropylmethylcellulose, citric acid and 
purified water. 


a Caution: Federal Law prohibits dispensing without a prescription. 


Action and Uses: The topical use of PanOxyl AQ 2/5, PanOxyl AQ 5, PanOxyl AQ 10, 
PanOxyl 5 and PanOxy! 10 provides therapeutic control of acne through drying and 
desquamative action, as well as providing antiseptic activity. 

Indications: Use as an aid in the treatment of acne. 


Dosage and Administration: After washing as instructed, apply | or 2 times daily to 
affected areas. 

Contraindications: Patients with a known sensitivity to benzoyl peroxide should not 
employ these medications. 

Precautions: For external use only. Do not permit products to come in contact with 
the eyes or mucosal membranes. Keep these and all drugs out of the reach of children, 
Very fair individuals should always be started on a single application at bedtime, allowing 
the medication to remain on the skin overnight. PanOxyl AQ and PanOxyl gels may 
bleach hair and colored fabrics. Keep from the heat. Store PanOxyl 5 and PanOxyl 10 
below 80° F 


Supplied: PanOxyl AQ 2/5, PanOxyl AQ 5, PanOxyl AQ 10, 
PanOxyl 5, and PanOxyl IO are supplied in 2.0 ounce and 4.0 
ounce plastic tubes. 







For additional information on PanOxyl products 

and for patient starter units, 

call our toll free number: |-800-327-3858. 

In Florida call collect: 1-305-443-3807. 

Stiefel Laboratories, Inc., Coral Gables, Florida 33134 STIEFEL 





Short Reports 


SHORT Reports usually concern a single case re 
ten, double-spaced, with not more 


port. Text must be typewrit- 
than six references, and should not 


exceed 600 words. If tables or figures are elements of the manuscript, 


please limit text length to 400 words u 
tables, or a combination of both. Table 


"ith a total of either three figures or 
8 must not exceed 12 lines in depth, 


including the title. For manuscripts containing either one figure and one 


table, or two figures or two tables, 
Manuscripts with 
synopsis-abstract should be omitted. For other de 


procedure, see “Instructions for Authors.” 


Beau’s Lines 


maximum text length is 500 words. 
text only may contain up to 600 words. The usual 
tails, including copyright 


An Association With Pustular Psoriasis and Telogen Effluvium 


Craig G. Burkhart, MD 


Bea's lines are transverse grooves 

on the nail surface that are the 
result of the temporary arrest of nail 
matrix formation. The transitory in- 
terference with nail growth rates is 
usually induced by severe systemic 
disability or disease. Measles, mumps, 
pneumonia, excessive exposure to 
cold, the carpal tunnel syndrome, and 
acrodermatitis enteropathica’ have all 
been reported as causes of Beau’s 
lines. The nail dystrophy often in- 
volves all of the nails and becomes 
clinieally apparent weeks after the 
inciting event. 

A case of Beau's lines occurring in a 
patient with pustular psoriasis, and 
occurring simultaneously with telogen 
effluvium, is presented. 


Report of a Case 


A 75-year-old woman with a four-year 
history of psoriasis was admitted to the 
Medical College of Ohio Hospital, Toledo, 
for treatment of extensive pustular psoria- 
sis. The patient had had two prior episodes 
of pustular psoriasis that had been treated 
with methotrexate and 0.1% triamcinolone 


——————————————— 


From the Division of Dermatology, Medical 
College of Ohio, Toledo. 
Reprints not available. 
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acetonide. For the year before her admis- 
sion, the patient's psoriasis had been under 
excellent control without medieations tak- 
en for systemie effect. 

On physical examination, the patient's 
temperature was 38 ?C, and her blood 
pressure was 100/60 mm Hg. Her entire 
skin surface was erythematous and stud- 
ded with 2- to 3-mm superficial pustules. 
Coalescence of pustules led to formation of 
lakes of pus 1 to 2 em in diameter. The 
remainder of the physical examination’s 
results were unremarkable. s 

The following laboratory values. were 
either negative or within normal limits: 
hemoglobin, hematocrit, platelet count, 
electrolyte, BUN, serum creatinine, glu- 
cose, phosphorus, uric acid, ealeium, urinal- 
ysis, chest roentgenogram, and rheumatoid 
arthritis factor. The WBC count was 
20,800/cu mm, with a left shift. The 
patient's type was HLA-B27 negative. 

The patient was treated conservatively 
with total-body soaks, topieal nitrofura- 
zone, and gauze wrappings. Within ten 
weeks, the pustular psoriasis had cleared, 
but the patient was noted to have a single 
transverse groove on all 20 nails (Figure) 
near the proximal nail fold. The patient 
also complained of considerable hair loss 
that necessitated her wearing a wig. On 
examination, some of the remaining hairs 
were easily removed by gentle traction. All 
the hairs removed by this method were 
telogen hairs. 





Beau's lines. Transverse depressions on 
nail surfaces are shown. 


Comment 


Psoriasis. commonly involves the 
nails, with the reported incidence 
varying between 10% to. 5095.^ The 
characteristie features seen with pso- 
riasis are pitting, discoloration, ony- 
cholysis, and subungual thickening. 

Pustular psoriasis is associated with 
similar nail changes. Permanent nail _ 
loss' as well as gross nail distortion 
and thickening’ have also been re- 
ported with the pustular form of pso- 
riasis. Inasmuch as pustular psoriasis 
can be a severely disabling disease, 
the development of Beau's lines with 
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^ pustular psoriasis is not totally unex- 


pected. 
Telogen effluvium is a condition in 


which diffuse shedding of telogen 
hairs occurs two to three months after 
a severe stressful incident that causes 
the arrest of the anagen phase of hair 
growth and the initiation of the rest- 
ing phase of the cycle. Telogen efflu- 
vium has been reported to occur after 
high fevers, childbirth, severe chronic 
disease, severe psychological stress, 


major surgery, hypothyroidism, crash 
diets, and certain drugs. 

To the best of my knowledge, no 
association between Beau’s lines and 
telogen effluvium has been reported 
in the dermatologic literature. Howev- 
er, since both conditions may be 
caused by the temporary arrest of 
matrix cell function after severe 
metabolic stress, one might expect the 
occasional concurrence of these two 
disorders. 


Bullous Eruption of Diabetes Mellitus 
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A Case With Positive Immunofluorescence Microscopy Findings 


CPT William D. James, MC, USA; COL Richard B. Odom, MC, USA; COL Detlef K. Goette, MC, USA 


iabetes mellitus is a systemie dis- 

order with cutaneous manifesta- 
tions that need not correlate with 
gross derangements of intermediary 
metabolism. The lesions may be bul- 
lous, necrobiotic, or atrophie and 
hyperpigmented, as in diabetic der- 
mopathy. In a recent study of a 


patient with the bullous eruption of 


diabetes mellitus; findings from both — 


direct and indirect immunofluores- 


cence microscopy examinations of the 


e . n 
. Skin were negative. m. 
We have found positive direct per 
vascular immunofluorescence 


bullous eruption of diabetes mellitus. 
Report of a Case f 


A 73-year-old woman had a two-year 
history of adult-onset diabetes mellitus 
that was controlled. with 25 units/day of 
isophane insulin suspension. Complicating 


* 





sidio-of San Francisco. 


The opinions or assertions contained herein are 
the private views of the authors and are not to be 
construed as official or as reflecting the views of 
the Department of the Army or the Department 


of Defense. ; 
Reprints not available. 
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i in- 
volved tissue from a patient with the 


~ ~ From the D ermatology Service, Department of 
i ine, Letterman Army Medical Center, Pre- 


her disease were peripheral neuropathy 
and diabetie retinopathy. She had no other 
medical problems and was taking no addi- 
tional medication. One month before exam- 
ination, an asymptomatie bullous eruption 
had developed, which had first manifested 
asa 2 x 2-em bulla on the sole of the foot. 










The bulla healed without treatment within 
three weeks. A second bulla appeared on 
the patient's right leg three days before 
our initial examination. There was no his- 
tory of sun exposure or trauma before the 
onset of the lesion. 

On examination, the lesion was a 6 x 6- 


P 


Fig 1.—Subepidermal bulla with mild inflammation (hematoxylin-eosin, original magnifi- 
cation x 200). 
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Fig 2.—Deposition of C3 in the dermal blood vessel walls of involved skin. Staining with 
IgM and fibrinogen was positive at same location with identical intensity (original 


magnification x 100). 


em flaccid bulla on a noninflammatory 
base. It was situated on the medial surface 
of the lower part of the right leg just above 
the malleolus. 

Pertinent laboratory findings included 
the following: BUN, 18 mg/dL (normal, 7 
to 18 mg/dL); creatinine, 0.9 mg/dL (nor- 
mal, 0.5 to 1.4 mg/dL); calcium, 10.0 mg/ 
dL; and fasting glucose, 198 mg/dL (nor- 
mal, 60 to 100 mg/dL). Serum electrolyte, 
cholesterol, triglyceride, and a 24-hour 
urine collection for porphyrin values were 
all within normal limits. 

An excisional biopsy specimen stained 
with hematoxylin-eosin indicated a subepi- 
dermal bulla with mild inflammation (Fig 
1). There was thickening of the dermal 
papillary blood vessels, and PAS staining 
indicated focal deposits in the capillary 
walls. Direct immunofluorescence micros- 
copy results were positive for IgM, comple- 
ment, and fibrinogen in the dermal blood 
vessel walls of involved skin (Fig 2). Indi- 
rect immunofluorescence microscopy re- 
sults were negative. 

The lesion was left untreated. It healed 
during the following four weeks, with min- 
imal scarring. 
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Comment 


The positive finding from direct 
immunofluorescence microscopy in 
this lesion of bullous dermatosis of 
diabetes is noteworthy because of 
recent identical findings reported in 
necrobiosis lipoidica? and granuloma 
annulare.' In a study in 1977 of 12 
patients with necrobiosis lipoidica, 
Ullman and Dahl’ reported deposits of 
immunoglobulins, C3, and fibrinogen 
in blood vessel walls in 8, 7, and 9 of 
the patients, respectively. They postu- 
lated that an antibody-mediated vas- 
culitis might be an initial event induc- 
ing blood vessel changes. Cireulating 
insulin-anti-insulin immune com- 
plexes have been identified in the 
serum samples of insulin-treated dia- 
betic patients.’ Their possible identity 
with the immunofluorescent material 
present in vessel walls is currently 
undetermined. 

The association of granuloma annu- 





lare and diabetes mellitus is a subject 
of debate. Immunopathologic find- 
ings of IgM, C3, and fibrinogen, or 
combinations thereof, in the dernTfl 
blood vessels were identified tn a high 
percentage of those patients studied 
by Dahl et al' in 1977. Our immuno- 
pathologie findings in this patient 
with the bullous eruption of diabetes 
mellitus were similar. The findings 
again suggest that an immunoglobu- 
lin-mediated vasculitis may be in- 
volved in its pathogenesis. 

Our patient had no evidence of renal 
disease; there was also no previous or 
concurrent treatment with sulfonyl- 
urea compounds or diuretics, or sun 
exposure to the involved area. Specu- 
lations in several reports that one or 
more of these factors may be causa- 
tive agents for this condition do not 
apply to our patient. 

Whether the findings of immuno- 
globulins, complement, and fibrino- 
gen in the dermal blood vessel walls 
represent à secondary event or are 
pathogenetic evidence of an immune- 
complex disease is unknown. Analysis 
of future cases is necessary to confirm 
our finding in this case and elaborate 
on its importance. 
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RAPIDLY RELIEVES 
PRURITUS AND 
ERYTHEMA 


- IN ATOPIC DERMATITIS” 


of patients experienced 
ws 88% in pruritus. 


of patients experienced 
* 85% in erythema. 


a reduction 


a reduction 


POTENT VASOCONSTRICTION 


WITHOUT 


Comparison of the mean vasoconstriction scores of Westcort 
Cream and 7 marketed corticosteroid cream formulations 


MEAN VASOCONSTRICTION SCORE 


LIDEX* 0.05% 
WESTCORT * 0.2% 
DIPROSONE® 0.05% 
KENALOG® 0.1% 
VALISONE® 0.1% 
TRIDESILON® 0.0596 
SYNALAR® 0.025% 
ARISTOCORT ® 0.1% 
NOTE: Many investigators believe 
vasoconstrictor activity indicates; n = 29 for Lidex 
potential clinical efficacy, n = 30 for All Others 


although no direct correlation 
has been proven. 


L ` Effective. Elegant, 






2.14 


0.97 


Study Protocol: Equal amounts 
of four products were applied 
to sites on each forearm. Vaso- 
constriction was graded on a 
0—3 point scale, with 3 *- sig 
nifying the greatest degree of 
blanching. 


Data on file at Westwood 
Pharmaceuticals. 


Economical 


BRIEF SUMMARY FOR WESTCORT*" 
(HYDROCORTISONE VALERATE) CREAM, 0.2% 


Indications: Westcort Cream is intended for the 
relief of the inflammatory manifestations of 
corticosteroid-responsive dermatoses, 


Contraindications: In those patients with a history 
of hypersensitivity to any of the components (see 
ingredients). 


Precautions: If irritation develops, discontinue and 
institute appropriate therapy. Use appropriate 
antifungal or antibacterial agent with infections. 
Discontinue use if infection persists. With large 
areas or occlusion use suitable precaution for sys- 
temic effects due to absorption. Safe use in preg- 
nancy has not been established Exposure of 
gestating animals, to. topical corticosteroids has 
been associated with fetal abnormalities. 


Adverse Reactions (for topical steroids; especially 
with occlusion): Burning, itching, irritation, dryness, 
folliculitis, hypertrichosis, acneiform eruptions, 
hypopigmentation, perioral dermatitis, allergic 
contact dermatitis, maceration of skin, secondary 
infection, skin atrophy, striae, miliaria. 


Ingredients: Hydrocortisone Valerate (0.2%), white 
petrolatum, stearyl alcohol, propylene. glycol, amz 
photeric-9, car bomer-940, sodium phosphate, 
sodium lauryl sulfate, sorbic acid, water. 


How Supplied: Westcort (hydrocortisone valerate) 
Cream, 0.2%, is supplied in 15 g., NDC 0072-8100- 
15; 45 g., NDC 0072-8100-45; and 60 g., NDC 0072- 
8100-60 tubes. 


LIESTLUOOD* 


PHARMACEUTICALS INC 
Buffalo, New York 14213 
In Canada, Belleville, Ontario K8N5E9 
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^ And against 
i the calendar, too. 1 


In follow-up studies of hundreds of 
patients for up to 4 weeks after completion 
of therapy, an average of 9296 remained 
clinically and mycologically clear. 


Dateline: Puerto Rico 

Even under the rigorous and 
adverse conditions of a hot, humid 
climate, MICATIN (miconazole 
nitrate) 296 cleared tinea pedis in 9096 
of 100 patients in a double-blind, 
placebo-controlled study.’ 

Pruritus was relieved rapidly — 
for many of the patients, within the 
first 24 hours of therapy. 

Four weeks after the end of 
therapy, the patients who were 
cleared were reevaluated for clinical 
or mycological signs of recurrence. 
93% were still infection free. No 
adverse effects of the drug were 
noted. 


Dateline: Thailand 
The efficacy of MICATIN 
was further demonstrated in a 
randomized, double-blind 
study ^ of 140 patients with 
tinea corporis or tinea cruris. 
* . Again, MICATIN was 
remarkably successful: 8196 
of the patients responded ' 
to therapy. No adver 2 
effects were reported. 
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So effective the first time around, 


Dateline: U.S.A. 


In well-controlled, double-blind 
studies? of over 200 patients with 
tinea pedis, * tinea corporis, * tinea 
cruris, * candidiasis and tinea 
versicolor, MICATIN (miconazole 
nitrate) 2% provided mycological 
clearance (KOH and culture) in 83% 
and clinical clearance or improve- 
ment in over 90% of patients. 

When the patients who were 
successfully treated and available for 
follow-up were evaluated two to four 
weeks later, 92% remained Clinically 
and mycologically clear. 

This record of MICATIN — in 
Puerto Rico, Thailand and in the 
U.S. — is proof of its usefulness in a 
wide variety of fungal infections. But 
there are more reasons than efficacy 

to prescribe it in your practice. 
Symptomatic relief is rapid — usually 


ono vical — its prescription 
rice is Usually lower than that 
of other Rx antifungals. 
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Cream/ 
Lotion 


TRADEMARK 


it's seldom needed a second. 








Before prescribing, please con- 
sult complete product Informa- 
tlon, a summary of which 
follows: 
Indications: For topical application 
in the treatment of tinea pedis (ath- 
lete's foot), tinea cruris, and tinea 
corporis caused by Trichophyton 
rubrum, Trichophyton men- 
tagrophytes, and Epidermophyton 
floccosum, in the treatment of cuta- 
neous candidiasis (moniliasis], and 
in the treatment of tinea versicolor. 
Contraindications: MICATIN 
Cream and Lotion 296 have no 
known contraindications. 
Precautions: If a reaction suggest- 
ing sensitivity or chemical irritation 
should occur, use of the medication 
should be discontinued 

For external use only. Avoid intro- 
duction of MICATIN Cream and 
Lotion 2% into the eyes 

Adverse Reactions: There have 
been isolated reports of irritation, 
burning, and maceration associated 
with application of MICATIN 

How Supplled: MICATIN Cream 
2% containing miconazole nitrate at 
2% strength is supplied in | oz., 15 
g., and 3 oz. tubes. MICATIN Lotion 
296 containing miconazole nitrate at 
296 strength is supplied in poly- 
ethylene squeeze bottles in quan- 
tities of 12 and 30 ml 


References: 1. Ortiz LG, Papa CM: 
Clin. Therap. | (No. 6J:444, 1978 

2. Sivayathorn A, Piamphongsant T: 
Mykosen 22:21, Nov., 1978. 3. Data 
on file, Dermatological Division, 
Ortho Pharmaceutical Corporation. 
T. corporis, t. cruris, and candidiasis 
should be treated b.i.d. for 2 weeks, 
t. versicolor once daily for 2 weeks, 
and t. pedis b.i.d. for one month. 


*When infecting organisms 
are Trichophyton rubrum 





Epidermophyton floccosum 
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Kill the female itch mite (sarcoptes 
scabiei) and you've stopped the current 
scabies epidemic. Because when she 
burrows deep into the stratum corneum 
she defies diagnosis and resists removal 
by surface-acting medications and 

' cleansers. Her success has been making $ 
headlines around the country— with re- 
ports of scabies outbreaks in rural and 
suburban areas as well as in the cities. 

A quick and simple diagnosis. 
Scabies can mimic a number of der- 
matological conditions,'? such as urticaria, furunculosis 
and dermatitis —as well as syphilis, with which it may 
coexist. But there's an almost foolproof way to recognize 
it. Even in the absence of the fierce nocturnal itching? and 
the lesion distribution characteristic of the disease 
(hands, wrists and elbows in 9 out of 10 cases)! a quick 
microscopic look can confirm your scabies diagnosis. 
To demonstrate the itch mite, look for an unscratched, 

inhabited burrow (wherever the patient says h i 
that very moment is a likely spot). Use a str 
magnifying glass and a surgical blade to whi 
mineral on is added. Scrape bin sites. ra 


, 





magnification." ad (If you don’ t spot a yp 
larvae or adult stages, look for t 
_ tions. They can be ju: 
-> Kwell: penetratin 
' larvae. Once yoi 
to eradicate 
Lotion or Crear 
rows, kill th 
cious males, a: 
fave hatched 
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THE ONLY WAY TO 
END THE EPIDEMIC 
ISOVERHER DEAD 
BODY. 
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THE SCABICIDE OF CHOICE. 


An unsurpassed standard of therapy 





























Nearly 100% effective. The clinica 
record of Kwell has never been sumce 
passed by any other pediculicide. It i: 
“nearly 100% effective,"' and often 
works with a single application | 
(a second or third application may be 
made at weekly intervals, if needed) 
Your patients will apy preciate the low 

risk of sensitization and irritation," 
And you will appreciate that Kwell 
works so predictably that it serves to 
confirm your diagnosis of scabies. 
Not many pharmaceutical preparations can match that 
record of dependability. 


CONTRAINDICATIONS: Kwell Cream and Lotion is contraindicated for 


individuals with known sensitivity to the product or any of its cor (EI 


SERM WWE TH CAUTION 
ESPECIALLY ON N. 

ND ANE PENET AL FOR CNS 
TOXICITY. STUDIES INDIC ATE THAT f T TENTH : FECTS OF 
TOPICALLY APPLIED LINDANE ARE GREATER IN THE YOUNG, Seizures) 
been reported after the use of lindane but a cause and effect relationship has 
been established. 






















Simultaneous application of creams, ointments, or oils may enhance thre 
percutaneous absorption of lindane 






PRECAUTIONS: H accidental ingestion occurs, prompt gastric lay sage will rid the 
ot large amounts of the toxicant, Haw 


ver since oils favor absorption, 
aline cathartics for intestinal evacuation should be given rather than oil laxatives” 
rvous system mandestations occ 


; they can be antagonized by the 
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P . MEGAN —specifically for acne, specifically for the dermatologist. 

' No other antibiotic combines these important attributes: Impressive efficacy. 

No reports of systemic side effects.* An extremely low potential for local adverse 
reactions. And an alcohol-free cream formulation. 


[ow 


Impressive clinical e, 


In multicenter, double-blind, pla 
controlled studies of patients with mo 
ate-to-severe (grades II and III) acne 


vulgaris, MECLAN 
alone was applied 
twice daily for 11 
weeks to 70 of 134 
patients; the remain- 
ing patients were 
treated by placebo. 
After only 5 weeks, 
papules and pus- 
tules were reduced 
49% (median). 


Extremely 

low potential 
for local adverse 
reactions. * 


Patch testing re- 
vealed no photo- 
sensitivity potential. 
Contact allergy 

and skin irritation 
were extremely rare. 
And no follicular 












of systemic side effects.* 


body inunction studies, up to 
he average treatment dose of 
CLAN was applied t 


o the arms, legs and 
backs of 20 subjects 
twice daily for 28 
days. No measurable 
amounts of meclo- 
cycline appeared in 
the blood or urine, 
nor was there 
any evidence of 
Systemic toxic 
potential.* 


Alcobol-free, 
nonstinging, non- 
burning cream 
formulation. 


MECLAN is the only 
antibiotic for acne 
available in a van- 
ishing cream base. 
Because it is non- 
stinging, nonburn- 
ing and alcohol-free, 





ud has a low potential for irritation 
€ ema. And MECLAN cream is a stable 
formulation, with a two-year shelf life. 


nt 






E 


staining has been reported, e 
with excessive use^' = 





Sor 


“As with all tetracycline derivatives, the possibility exists that significant percutaneous absorption may result from prolonged use. Therefore, caution is advised 
in administering MECLAN to persons with hepatic or renal dysfunction. There are no adequate and well-controlled studies in pregnant or nursing women. 
*Data on file, Dermatological Division, Ortho Pharmaceutical Corporation. 


^ Please see the following page for prescribing information. 
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Introducing 


The Only Antibiotic Cream 
Specific for Acne Vulgaris. 


CREAM 1% 
cline 


ies tcylate) 


Indication: MECLAN Cream is indi- 
cated for topical application in the 
treatment of acne vulgaris. 
Contraindications: MECLAN is con- 
traindicated in persons who have 
shown hypersensitivity to any of its 
ingredients or to any of the other 
tetracyclines. 

Warnings: Although no absorption has 
been demonstrated by 28-day inunc- 
tion studies in humans, the possibility 
exists that significant percutaneous 
absorption may result from prolonged 
use. Therefore, caution is advised in 
administering MECLAN (meclocycline 
sulfosalicylate) to persons with hepat- 
ic or renal dysfunction. 
Precautions: This drug is for external 
use only and should be kept out of the 
€yes, nose, and mouth. 
Pregnancy: Pregnancy Category B. 
Reproduction studies have been per- 
formed in rats and rabbits at oral 
doses up to 1000 times the human 
dose (assuming the human dose to be 
one gram of cream per day) and have 
revealed no evidence of impaired fer- 
tility or harm to the fetus due to 
meclocycline sulfosalicylate. There 
was, however, a slight delay in ossifica- 
tion in rabbits when meclocycline was 
applied topically. There are no ade- 
quate and well-controlled studies in 
pregnant women. Because animal re- 
production studies are not always 
predictive of human response, this 
drug should be used during pregnancy 
only if clearly needed. 

Nursing Mothers: It is not known 
whether this drug is excreted in 
human milk. Because many drugs are 
excreted in human milk, caution 
should be exercised when meclocy- 
cline sulfosalicylate is administered to 
a nursing woman. 

Adverse Reactions: MECLAN is well 
tolerated by the skin. In the clinical 
trials there was one report of acute 
contact dermatitis. There were iso- 
lated reports of skin irritation. Tem- 
porary follicular staining may occur 
with excessive application. Patch test- 
ing has demonstrated no photosen- 
sitivity or contact allergy potential. 
Dosage and Administration: Yt is rec- 
ommended that MECLAN be applied 
to the affected area twice daily, morn- 
ing and evening. Less frequent appli- 
cation may be used depending on 
patient response. Excessive use of 
MECLAN Cream may cause staining of 
some fabrics. 

How Supplied: MECLAN 

( meclocycline sulfosalicylate) Cream 
1% is supplied in 20 gram sealed tubes. 
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Follow this blueprint - 
for a more efficient, . 
more profitable practice! 





What is a well-designed, efficient medical office? What size facility do you 
need? How much will it cost? Should you build or rent? 

You've probably asked yourself those questions. They're tough ones to 
answer and important ones. But you'll find the answers—detailed 
ones—the Planning Guide for Physicians Medical Facilities, published by 
the American Medical Association. 

Whether you're building or remodeling your office or moving into your 
first practice setting, this guidebook offers invaluable practical information 
on planning your office for maximum efficiency. Contents include: 


BASIC PLANNING: 
PLAN BEFORE BUILDING 


Basic Planning * Unit Planning e Locating 
the Facility e Rent Versus Ownership « 
Professional Planning Assistance e 
Hospitals - Topography - Orientation e 
Choice of Property * Financing the Building 
and Equipment * Parking * Access and 
Parking 


OFFICE CONSTRUCTION: 
INSIDE AND OUT 


How Much Space «The Remodeled Building « 
Improving Leased Space * The New Building 
* Choice of Materials e Casework Walls - 


Partitions e Heating - Ventilating - Air 
Conditioning © Lighting and Electrical 
Service * Plumbing e Soundproofing e 
Landscaping 


YOUR OFFICE INTERIOR: 

PUTTING THE PIECES TOGETHER 
Reception Room e Reception and Business 
Office e Examining and Treatment Room e 
Consultation Room * Laboratory e X-ray 
Rooms * Utility Storage Areas * Furniture - 
Fixtures - Equipment e Color e = 
Larger Facilities 


OFFICE CONDOMINIUMS: 
WHAT YOU SHOULD KNOW 


| Order Dept., OP-439 

American Medical Association 
P.O. Box 821 
Monroe, Wisconsin 53566 


| 

| 

| 

| 

| 
Please send me. copylies) of the Planning | 
"Guide for Physicians’ Medical Facilities, OP-439. | 
Price: $3.00 per copy. Enclosed is my check | 
for $ , payable to the AMA. Payment must | 
accompany order. | 
| 

| 

| 

| 

| 
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Skin-Irritant and Sensitizing Plants Found in 
India, ed 2, by P. N. Behl, 186 pp, with illus, New 
Delhi, S Chard and Co Ltd, 1980. 


This edition was written for the 
praetitioner and the dermatologist. It 
is a compilation of 270 plants and is 
illustrated with numerous sketches to 
help the practitioner identify the 
offending specimen. Each plant is 
listed by its botanieal name, along 
with a brief bontanical description. 
The chemical constituents found in 
the specimens are discussed, and a 
description of the dermatoses they 
produce is given. The text outlines the 
mechanisms by which plants produce 
irritation. 

There are numerous tables that are 
helpful to the reader, in that they 
outline offending plants encountered 
in various occupational sites such as 
gardens, kitchens, orchards, farms, 
nurseries, commercial plantations, 
pharmacies, and perfumeries. 

The book is well indexed for both 
botanical and vernacular names and 
includes a short glossary of botanical 
terms for the practitioner who has 
little botanical training. This compila- 
tion of botanical and dermatologic 
information meets the working needs 
of the practitioner. The dermatologist 
interested in botanical dermatology 
will want this copy for his library. 

ALBERT ALEPYAN, MD 
Highland Park, Ill 


Dermatitis de Contacto, by F. Grimalt and C. 
Romaguera, 549 pp, Barcelona, Spain, Editorial 
Fontalva, 1980. 

The ARCHIVES, although published 
in English, is read internationally. We 
do not routinely review books in all 
languages. Nevertheless, this particu- 
lar book will be of such value to our 
Spanish readers that we wish to 
review it here. 

Grimalt and Romaguera have taken 
a complex literature (the entire field 
of clinical allergic and irritant contact 
dermatitis) and summarized the infor- 
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mation of greatest relevance to the 
practicing physician. This field is rap- 
idly expanding. However, up until 
now, only one major textbook in 
English, the classic by A. A. Fisher, 
has been available. 

In this new volume, Grimalt and 
Romaguera have succeeded in sum- 
marizing and presenting well both the 
practical material and a great deal of 
the research material pertaining to 
contact dermatitis. The book is orga- 
nized in such a way as to be of great 
practical value to the practicing physi- 
cian. The table of contents and index 
provide easy access to the appropriate 
sections of the book that relate to a 
given patient. This volume is highly 
recommended not only to the practic- 
ing dermatologist whose native 
tongue is Spanish but also to investi- 
gators in the field of contact dermati- 
tis who speak and read other lan- 
guages and wish a very up-to-date 
review of this complex field. 

HOWARD MaiBACH, MD 
San Francisco 


Diagnosis of Skin Disease, by Gerald S. Lazarus 
and Lowell A. Goldsmith, 506 pp, $30, Philadel- 
phia, FA Davis Co, 1980. 

This is the "book of lists" for derma- 
tologic diagnosis. It should prove use- 
ful by making sure you think of all 
possibilities or for programming a 
computer to diagnose diseases. It is a 
pity that pages are not cross-refer- 
enced, because there is a great deal of 
repetition without duplication. You 
might think a disease was purely 
macular if you didn’t look in the index 
and find it was also diseussed under 
the headings "papules" and "nod- 
ules." 

Melanoma, for example, is discussed 
on page 44 (MACULES, brown: Len- 
tigo maligna), page 64 (MACULES, 
hypopigmented and white: Halo ne- 
vus), page 71 (MACULES, blue: Malig- 
nant melanoma), page 178 (PAP- 


ULES, blue black: Malignant mela- 
noma), and page 244 (NODULES, blue 
purple: Malignant melanoma). Sarcoi- 
dosis is presented on page 129 (PAP- 
ULES, flesh colored), page 157 (PAP- 
ULES, red, gradual onset), and page 
226 (NODULES, sparse, nontender), 
as well as in a chart on page 132. The 
only eross-reference is to page 129 on 
page 226. 

Definitions in the glossary need 
revision. Atrophy is not a "loss" of 
substance (like ulceration), but shrink- 
age. Crusts are not merely from “se- 
rum and inflammatory cells,” but may 
be of dried blood. Cysts are not merely 
“space-occupying lesions” (like nod- 
ules), but must be filled with fluid or 
other amorphous material. Erosions 
lack the whole epidermis, not merely 
“the upper layer of skin,” which might 
mean the stratum corneum. Macules 
are not “usually,” but always, cireum- 
scribed. Nodules need not be elevated. 
Sclerotie lesions are more often slight- 
ly depressed than "flat or elevated." 
Sinuses need not communicate with 
the skin surface. Uleers do not just 
"frequently," but always, heal with 
scarring. 

These are not major criticisms. The 
text is highly reliable and the cover- «* 
age is good. The book is attractively 
and durably bound. The paper is of 
good quality. A 15-page color atlas in 
the front of the book contains 59 small 
color illustrations of fine quality. 
Small black-and-white illustrations 
are abundant, and three fourths of 
them are of good quality. Capital let- 
ters are used so freely in the text for 
emphasis that they tend to obscure 
the subheadings, but the vivid and 
impressive format and typography 
make the book easy to use. It should be 
especially valuable for residents in 
training, but every practitioner would 
find it helpful in reviewing the diag- 
nostic possibilities in problem cases. 

Harry L. ARNOLD, JR, MD 
Honolulu 
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JPPLIED: 2 OZ. TUBES WRITE FOR SAMPLES 


DOAK PHARMACAL CO.,INC. WESTBURY, N.Y. 115! 


DISTRIBUTOR IN CANADA ; 
TRANS-CANADA DERMAPEUTICS LTD., MONTREAL H4R1E3, QUE 
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Exudation 


Weeping, scaly lesions—especially in 
hairy areas—can frustrate many forms of 
topical therapy. But Topsyn“ Gel has a low 
surface tension which promotes thorough 
dispersion, allowing its potent steroid to 
reach the site of inflammation and 
provide prompt symptomatic relief. A 
prudent choice for the inflammatory 
manifestations of steroid-responsive le- 
sions in problem areas, especially those 
with a thickened stratum corneum. 


Topsyn 
(luocinonide) 


Gel oos% 


Potency for 
problem 


areas. 
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Syntex Laboratories, Inc. 
Palo Alto, Calitornia 943 


Please see nextypage for sumrary-of 
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TOPSYN (fluocinonide) 
Gel 0.05% 


Description TOPSYN gel 0.05% contains the active 
compound fluocinonide. Fluocinonide, which is the 
21-acetate ester of fluocinolone acetonide, has the 
chemical formula 6a, 9-difluoro-118, lóa, 17, 21- 
tetrahydroxypregna-1, 4-diene-3, 20-dione, cyclic 
16, 17-acetal with acetone, 21-acetate 


TOPSYN gel contains fluocinonide 0.5 mg/g. in a 
gel base of propylene glycol propyl gallate, di- 
sodium edetate, and Carbopol 940 (car- 
boxypolymethylene) with NaOH and/or HCl 
added to adjust the pH. This clear, colorless, thixo- 
tropic vehicle is greaseless, nonstaining and com- 
pletely water-miscible. The active ingredient is 
totally in solution. 


Indications Inflammatory manifestations of corti- 
costeroid-responsive dermatoses. 


Contraindications Topical steroids are contraindi- 
cated in patients with a history of hypersensitivity 
to any of the components of the preparation 


Precautions If irritation develops, discontinue the 
gel and institute appropriate therapy. 


In the presence of an infection, institute use of an 
appropriate antifungal or antibacterial agent. If a 
favorable response does not occur promptly, dis- 
continue the corticosteroid gel until the infec- 
tion has been adequately controlled 


If extensive areas are treated or if occlusive tech- 
nique is used, there will be increased systemic 
absorption of the corticosteroid and suitable pre- 
cautions should be taken, particularly in children 
and infants 


The safety of topical steroids in pregnant women 
has not absolutely been established. In laboratory 
animals, increases in incidences of fetal abnor- 
malities have been associated with exposure of 
gestating females to topical corticosteroids, in some 
cases at rather low dosage levels. Therefore, drugs 
of this class should not be used extensively on 
pregnant patients, in large amounts or for pro- 
longed periods of time 

TOPSYN' (fluocinonide) gel is not for ophthalmic use 
Adverse Reactions Local adverse reactions re- 
ported with topical corticosteroids: burning, itch- 
ing, irritation, dryness, folliculitis, hypertrichosis, 
acneform eruptions, hypopigmentation, perioral 
dermatitis, allergic contact dermatitis, maceration 
of the skin, secondary infection, skin atrophy, striae, 
miliaria. 

Dosage and Administration A small amount should 
be gently massaged into the affected area three 
or four times daily, as needed 


How Supplied TOPSYN Gel 0.05% — 15, 30, and 
60g. tubes. 
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That’s what keeps CPT-4 
the most current medical 
reporting system you can use! 


The 4th Edition of Physicians’ CUR- 
RENT PROCEDURAL TERMINOLOGY 
is the only coding system that pro- 
vides new and revised terminology on 
a regular basis. This latest update, 
Summer 1980, marks the fourth up- 
date since CPT-4 was published in 
1977. 

The updates are on self-adhering 
pages that are affixed to the pages 
they replace in CPT-4. To activate the 
update mechanism, you simply return 
the postage-free card in the book. 

CPT-4 is a uniform coding system 
to accurately designate medical, 
diagnostic, and surgical services in 
terms of a uniform language among 
physicians, patients, and third parties. 

Shouldn’t you be using the most 
current coding system available? 

Order two—one for yourself, one 
for your medical records clerk. 


Order Dept., OP-41 

American Medical Association 
P.O. Box 821 

Monroe, Wisconsin 53566 


Pleasesend me copy(ies) 
of Physicians CURRENT PROCEDURAL 
TERMINOLOG Y, 4th Edition, OP-41. Price: 
$12 per copy. Enclosed is my check (pay- 
able to AMA) for $ ——. Allow 
4-5 weeks for delivery. 
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DERMATOLOGICAL DIVISION 
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practicing physicians. 
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(benzoyl peroxide). -- 
5% & 10% 


For external use only. 
Not for ophthalmic use. 


CAUTION: Federal law prohibits 
dispensing without prescription. 


3% benzoyl peroxide; Persa-Gel 10%. 
contains 109% benzoyl peroxide. Both 


Pe rsa-Gel . / 


- DESCRIPTION: Persa-Gel 5% contains 


concentrations are in a gel base, containing _ 


acetone, carbomer, triethanolamine, 
sodium lauryl sulfate, propylene glycol 
and purified water. 

ACTIONS: Benzoyl peroxide is effective 
primarily because of its drying, peeling 
and antiseptic action. 

INDICATION: For adjunctive topical 
therapy of acne vulgaris. 
CONTRAINDICATIONS: Persa-Gel 
(benzoyl peroxide) is contraindicated in 
patients with acute inflammation and in 
patients with a history of hypersensitivity 
to any components of the preparation. 
PRECAUTIONS: If excessive irritation 
develops discontinue use and institute 
appropriate therapy. After the reaction 
clears, treatment may often be resumed 
with less frequent applications. Avoid 


‘contact with eyes, eyelids, lips and other 


mucous membranes and anterior neck. 
May bleach hair and colored fabrics. 
ADVERSE REACTIONS: Allergic 
contact dermatitis and severe erychema 
with crusting have been reported with 
topical benzoyl peroxide. 

DOSAGE AND ADMIN ISTRATION: 
Persa-Gel (benzoyl peroxide) should be 
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water or a degreaser. Initial application 


<: once daily before bedtime is 
'commended; increase to twice daily 
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A 4.861 1.03), Ed 
1095 1.5.0z tubes (N 0064-8600-3 Ds 
Persa-Gel 10% 3 oz tubes (N 

0064-860 1-03). 

Store between 59*-86? F( 15°. 30° C). 


Parent Pending 


Owen Laboratories 
Dallas, Texas 75234 
Division of Alcon Laboratories Inc. 
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iVe acne treatment program 
egins with patient compliance. 


ersa-Gel* — the original benzoyl peroxide gel 
‘ith a unique acetone base — 
for cosmetic acceptance and patient 
compliance 
for enhanced skin lipid solvent action 
for specific baetericidal action at the 
follicular sites against P acnes 
for gentle keratolytic effect on follicular 
-keratinization 
for proven effectiveness without exces- 
sive erythema and desquamation 


Pensa-Gel 


Acetone (e73! 


benzoyl peroxide) ; o, &A0% 


"yen Laboratories 
Dylas, Texas 75234 
ivision of Alcon Laboratories, Inc. 
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A truly distinctive water base benzoyl peto 


The leading name in prescription benzoyl peroxide Desquam-X^5 contains 5% Benzoyl peroxide, 6% 





o laureth-4, carbomer-940, di-isopropanolamine, disg- 
therapy offers a unique combination of benefits. dium Saatat anaiai ^3 
da j Desquam-X®10 contains 10% Benzoyl peroxide, 
E Comfortable non-stinging water base. 6% laureth-4, carbomer-940, di- wae lh: di- 
o» i . sodium edetate and water. 
@ Enhanced activity with laureth-4. CONTRAINDICATIONS: Not to be used in patients 
4. 9 3 MT known to be sensitive to any ingredient of Desquam-X. 
@ Demonstrated antibacterial activity. PRECAUTIONS: Avoid contact with eyes and mucous 
É f l P membranes. For external use only. Keep this and all 
. ® Published documentation of efficacy in a drugs out of the reach of children. 
ML Jr f acn j 2 NOTE: May bleach colored fabrics. 
1 broad vnde E o les an; HOW SUPPLIED: Plastic tubes 1.5 oz. (42.5 g.) 
€ H 3 oz. (85 g.) 
v Patient economy of 3 OZ. tube. CAUTION: Federal law prohibits dispensing without 
4 ne prescription. 
5 Reliable 36-month stability. For full prescribing information, see package insert. 
é 
1. Data on file, Westwood Pharmaceuticals Inc 
@ ^ demde qe edis pac eine Rd et 
Cutis 23:886-859, June, 1979 X 
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Ulcerative Lichen Planus C. P. Crotty, W. P. D. Su, R. K. Winkelmann 


Treatment of Palmoplantar Psoriasis With Topical Methoxsalen Plus Long-Wave Ultraviolet Light 
E. A. Abel, L. H. Goldberg, E. M. Farber 


Skin Pigmentation Secondary to Minocycline Therapy............... nm J. D. McGrae, Jr, A. S. Zelickson 


Lack of Delayed Reaction in Presence of Cell-Mediated Immunity in Trichophytin Hypersensitivity 
N. Hunziker, R. Brun 


Phototoxic Reactions to Photoactive Drugs in Patients Treated With PUVA ............ R. S. Stern, 
R. A. Kleinerman, J. A. Parrish, T. B. Fitzpatrick, H. L. Bleich 
Electron-Probe Microanalysis 


Glucose Tolerance in Pustulosis Palmaris et Plantaris 


Disseminated Candidiasis 


Kaposi's Sarcoma After Immunosuppressive Therapy With Prednisone R. A. Hoshaw, 
R. A. Schwartz 


Nodular Scleroderma and Pleomorphic Acid-Fast Bacteria 
A. R. Cantwell, Jr, L. Rowe, D. W. Kelso 


Cutaneous Involvement in Lennert's Lymphoma 
J. M. Roundtree, W. Burgdorf, M. R. Harkey 


The Ectodermal Dysplasias ................... L. M. Solomon, E. J. Keuer 

























" INDICATIONS: Based on a review of this drug 
by the National Academy of Sciences--National 
Research Council and/or other information, 
FDA has classified the indications as follows: 
"Possibly" effective: For topical administration 
for the treatment of the listed localized infections 
or for suppressive therapy in such conditions: 
* primary pyodermas (impetigo, ecthyma, syco- 
sis vulgaris, paronychia) ® secondary infected 
dermatoses (eczema, herpes, and seborrheic 
dermatitis) * traumatic lesions (inflamed or 
suppurating as a result of bacterial infection). 
Final classification of the less-than-effective 
indications requires further investigation. 











CONTRAINDICATIONS: Not for use in the eyes or 

in the external ear canal if the eardrum is perforated 
This product is contraindicated in those individuals who 
have shown hypersensitivity to any of its components 
WARNING: Because of the potential hazard of nephro- 


p are best treated 
. the cosmetically 
infection fighter 


(polym 


yxin B- 







Each gram contains Aero 
neomycin sulfate 5;mg 
0.25 mg. Inactive ingredients: iiq 
water, propylene glycol, 1 


e specifically designed t 
harder-to-treat areas’ 







toxicity and ototoxicity due to neomycin, care should." ara observed. These symptoms regress quickly on 
be exercised when using this product in treating c withdrawing the medic; jomycin-containing 
extensive burns, trophic ulceration and other extensive applications should be avoided for that patient there- 
conditions where absorption of neomycin is possible. after... : ab n : 

In burns where more than.20 percent of the body PRECAUTIONS: As with other antibacterial prepara- 
surface is affected, especially ifthe patient has impaired tions, prolonged use may result in overgrowth of 
renal function or is receiving other aminoglycoside nonsusceptible organisms, inctuding fungi. Appropri: 
antibiotics concurrently, not more than one application measures should be taken if this occurs. 

a day is recommended. : ADVERSE REACTIONS: Neomycin is a not uncommc 
When using neomycin-containing products to control cutaneous sensitizer. Articles in the current literature 
secondary infection in the chronic dermatoses, such indicate an increase in the prevalence of persons 

as chronic otitis externa or stasis dermatitis, it should allergic to neomycin: Ototoxicity and nephrotoxicity 
be borne in mind that the skin in these conditions is haye been reported (see Warning section). 

more liable than is normal skin to become sensitized to HOW SUPPLIED: Tube of 15 g, 

many substances, including neomycin. The manifes- Complete literature avaliable on request from 


tation of sensitization to neomycin is usually.a low Pi ‘ional Service: pP 
grade reddening with swelling, dry scaling and itching; rotgssioral oe Dept. M t. 


it may be manifest simply as a failure to heal, During 
long-term use of neomycin-contaihing products. peri- 
odic examination for such signs is advisable and the 
patient should be told to discontinue the product if they 


Electron K SUA n No detectable 
micrograph i e . we S residue left or 
demonstrates a ` i NE X skin after 
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IMPRESSIVE SAFETY PROFILE 


During clinical trials 
Cloderm was safety-evaluated | 
for up to seven months, in five 
study groups involving a total 

of 506 patients with a variety of 
dermatoses. The medication was 
applied to the affected skin in 
accordance with label directions 
and side effects were monitored. 
Result: no reports of secondary 
infection, skin atrophy, striae, 
hupertrichosis, acneform 
eruption or hvpopigmentation, 


Cloderm was safetv-evaluated? 
for up to 40 days in studies of 
147 faces. including those of 
children, being treated for atopic 
and seborrheic dermatitis. The 
medication was applied to the 
affected skin in accordance with 
label directions and side eftects 
were monitored. 

Result: no reports of skin atrophy, 
striae or hipopigmentation. 


In tests for adrenal 
suppression 

In this safety test.' 60 grams of 
Cloderm were applied. under 
occlusion. to 80% of the body of 
each of 10 normal subjects for 

21 days. Serial 17-ketosteroid and 
cortisol plasma determinations 
were performed during and after 
application. 

Result: no adrenal suppression 
was noted in anv of the subjects. 





These studies suggest, in the 
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ON RAPID RESPONSE 


Investigators noted a remarkably rapid response 
erm against various dermatoses. For the vast 
majority of patients, a good to excellent response 
within two weeks; in fact, many patients 


to Cl 


was no 


responded in 4 to 7 days. 
Vanishing cream base is well accepted. 
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RAPID RESPONSE IN ATOPIC DERMATITIS ' 


RAPID RESPONSE IN SEBORRHEIC DERMATITIS' 
Ln Hs 
EFFICACY: SEBORRHEIC DERMATITIS (44 patients) 












EFFICACY: ATOPIC DERMATITIS (209 patients) 





Twenty of these 
patients were 
treated with 
placebo. Good to 
excellent results 
were observed in 
3596 after one 
week, in 4796 after 
two weeks and in 
5096 after three 
weeks. 


One hundred of 
these patients 
were treated with 
placebo. Good to 
excellent results 
were observed in 
2796 after four 
days, in 4196 after 
one week and in 
5196 after two 
weeks. 


Twenty-one of 
these patients 
were treated with 
placebo. Good to 
excellent results 
were observed in 
65% after four 
days, in 7596 after 
one week and in 
7196 after two 
weeks. 


!Data on file, Dermatological Division, Ortho Pharmaceutical Corporation. Absence of adverse effects 


reported in these studies does not rule out the possibility of adverse effects in general or adverse effects 
resulting from larger amounts of medication applied for longer periods of time. For local and/or 
systemic adverse reactions that may be encountered with all topical corticosteroids, especially under 
occlusive dressings, please see prescribing information. 


?Data on file, Dermatological Division, Ortho Pharmaceutical Corporation. 47 patients were treated 


with Cloderm only, 54 patients were given placebo only, and 46 patients were given both. Dryness and 
irritation were the principal medication-related side effects observed in these studies. One case of 
folliculitis, not necessarily attributable to medication, occurred in a patient treated for seborrheic 


dermatitis. 


M Side effects attributed to placebo were dryness, irritation and contact dermatitis. 
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CLODERM* 

(clocortolone pivalate) Cream 0.196 
Indications: CLODERM (clocortolone pivalate) 
Cream 0.1% is intended for relief of the inflam- 
matory manifestations of corticosteroid respon- 
sive dermatoses. 

Contraindications: Topical steroids are con- 
traindicated in those patients with a history of 
hypersensitivity to any of the components of the 
preparation. 

Precautions: If irritation develops, the product 
should be discontinued and appropriate therapy 
instituted. 

In the presence of an infection, the use of an 
appropriate antifungal or antibacterial agent 
should be instituted. If a favorable response 
does not occur promptly, the corticosteroid 
should be discontinued until the infection has 
been adequately controlled. 

If extensive areas are treated or if the occlusive 
technique is used, there will be increased sys- 
temic absorption of the corticosteroid and suit- 
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in children and infants. 

Although topical steroids have not been reported 
to have an adverse effect on human pregnancy, 
the safety of their use in pregnant women has 
not absolutely been established. In laboratory 
animals, increases in incidence of fetal abnor- 
malities have been associated with exposure 

of gestating females to topical corticosteroids, : 
some cases at rather low dosage levels. d 
Therefore, drugs of this class should not be 

used extensively on pregnant patients, in large 
amounts, or for prolonged periods of time. 

The product is not for ophthalmic use. , 
Adverse Reactions: The following local adverse — 
reactions have been reported with topical corti- | 
costeroids, especially under occlusive dressings: 
burning, itching, irritation, dryness, folliculitis, 
hypertrichosis, acneform eruptions, hypopig- 
mentation, perioral dermatitis, allergic contact 
dermatitis, maceration of the skin, secondary 
infection, skin atrophy, striae and miliaria. 
Dosage and Administration: Apply CLODERM 
(clocortolone pivalate) Cream 0.1% sparingly to 
the affected areas three times a day and rub in 
gently. 

In resistant cases CLODERM Cream may be 
applied more frequently — or using the occlusive 
dressing technique. 

Occlusive Dressing Technique: If occlusive dress- 
ings are used to treat resistant lesions, a small 
amount of CLODERM Cream should be rubbed 
into the lesion. The preparation should be 
reapplied leaving a thin coating on the lesion, 
and it should be covered with a pliable non- 
porous film. Overnight occlusion treatment has — 
been generally satisfactory, but the frequency | 
and duration of occlusion should be individually 
determined. d of CLODERM Cream 
should be carried out when the dressing is 
removed, and again prior to the next occlusion 
period. 

How Supplied: CLODERM (clocortolone piva- 
late) Cream 0.1% is supplied in tubes containing 
15 grams and 45 grams. 

Manufactured for Ortho Pharmaceutical 
Corporation 3 
by Knoll Pharmaceutical Company ; 
Whippany, New Jersey 07981 
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| to relieve 
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Tarax 


ydroxyzine HCI) 


TABLETS: 10 mg and 25 mg SYRUP: 40 mg per 5 ml, ethyl alcohol 0.5% v/v 


Proven clinically effective for pruritus 
associated with allergic conditions 

e demonstrated antihistaminic/antipruritic activity 
» rapid onset of action 


* prescribed more frequently by allergists and 
dermatologists than any other antipruritic agent* 


Contraindications: Hypersensitivity to hydroxyzine. Hydroxyzine, when ad- 
ministered to the pregnant mouse, rat, and rabbit, induced fetal abnormalities 
in the rat and mouse at doses substantially above the human therapeutic 
range. Safety in human pregnancy has not been established. Until such data 
are available, hydroxyzine is contraindicated in early pregnancy. 
Warnings: Nursing Mothers — It is not known whether hydroxyzine is excreted 
in human milk. Since many drugs are so excreted, hydroxyzine should not be 
hal to nursing mothers. 

recautions: THE POTENTIATING ACTION OF HYDROXYZINE MUST BE CON- 
SIDERED WHEN THE DRUG IS USED IN CONJUNCTION WITH CENTRAL NER- 
VOUS SYSTEM DEPRESSANTS SUCH AS NARCOTICS, NON-NARCOTIC 
ANALGESICS AND BARBITURATES. Therefore, when central nervous system 
depressants are administered concomitantly with hydroxyzine, their dosage 
should be reduced. Since drowsiness may occur, patients should be warned of 
this possibility and cautioned against driving a car or operating dangerous ma- 
chinery. Patients should be advised against the simultaneous use of other CNS 


-'based on market research data on file at Roerig/Pfizer 
©1979 Pfizer Inc. 


depressant drugs and cautioned that the effect of alcohol may be increased. 
Adverse Reactions: Side effects reported are usually mild and transitory in na- 
ture. Anticholinergic— Dry mouth. Central Nervous System — Drowsiness is 
usually transitory and may disappear ina few days of continued therapy or 
upon reduction of the dose. Involuntary motor activity, including rare in- 
stances of tremor and convulsions, have been reported, usually with doses 
considerably higher than those recommended. 

Supply: Tablets, containing 10 mg, 25 mg, or 50 mg hydroxyzine hydrochlo- 
ride, 100's and 500's; Tablets containing 100 mg, 100's; Syrup containing 

10 mg per teaspoonful (5 ml) and ethyl alcohol 0.5% v/v, pint bottles. 


Before prescribing or administering, see package circular. 
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A division of Pfizer Pharmaceuticals, New York, N.Y. 10017 
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helps relieve 


Wondra lubricates the skin 
to provide immediate relief 
from the scaling, flaking, 
and cracking of dry skin. 


helps restore 


Wondra helps the skin 
restore itself to an improved 
condition. 


helps retain 


Wondra helps the skin retain 
its natural moisture by 
forming an occlusive film on 
the surface of the skin. With 
regular use, Wondra can 
help provide long-term 
protection against dry skin. 


cosmetically 
preferred 


Wondra has a rich, 
nonrunny consistency, rapid 
rub-in, and nongreasy 
afterfeel patients prefer...in 
a choice of scented or 
unscented forms. 


Patient satisfaction with 
Wondra should help 
encourage the regular usage 
necessary to help alleviate 
their dry skin problem. 
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...is uncommonly good treatment 
for common skin problems 
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= Polysporin* Ointment 
rarely induces sensitization 
and may be used routinely 


w Highly effective in 
vitro* against common 
dermatologic pathogens 


w Polymyxin B is active 
against susceptible 
gram-negative bacteria 













Bacitracin is active 
against susceptible 
gram-positive organisms 


“In vitro data do not necessarily correlate with in vivo results. 


UNCOMMONLY GOOD IN YOUR 


Polysporin* Ointment (Polymyxin B-Bacitracin ) 

DESCRIPTION: Each gram contains: Aerosporin* (Polymyxin B Sulfate) 
10,000 units, bacitracin zinc 500 units, special white petrolatum qs. 
ACTIONS: Polymyxin B is one of a group of closely related substances pro- 
duced by various strains of Bacillus polymyxa. Its activity is sharply restricted 
to gram-negative bacteria, including many strains of Pseudomonas 
aeruginosa. 

Bacitracin, an antibiotic substance derived from cultures of Bacillus subtilis 
(Tracy ), exerts antibacterial action in vitro against a variety of gram-positive 
and a few gram-negative organisms. 

INDICATIONS: Therapeutically (as an adjunct to systemic therapy when indi- 
cated), for topical infections, primary or secondary, due to sus- 
ceptible organisms, as in: * infected burns, skin grafts, surgi- 
cal incisions, otitis externa * primary pyodermas (impetigo, br 

, ecthyma, sycosis vulgaris, paronychia) * secondarily infect- Wellcome 
ed dermatoses (eczema, herpes, and seborrheic dermatitis) 


Burroughs Wellcome Co. 
Research Triangle Park 
North Carolina 27709 
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M For therapeutic 
treatment of topical 
infections due to 
susceptible organisms, and 
prophylactic treatment to 
help prevent bacterial 
contamination in minor skin 
lesions ( please see 
INDICATIONS section in 
the brief summary below) 


iy No Rx needed—you 
can recommend it 


* traumatic lesions, 2 ig as a re of bacterial infection. 
Propbylactically, V used to prevent bacterial contamina- 
tion in burns, skin grafts, - other clean lesions. For abrasions, 
minor cuts and wounds accident incurred, its use may prevent the de- 
velopment of infection and permit d healing. | 
CONTRAINDICATIONS: This prodi s contraindicated in those individuals 
who have shown hypersensitivity to of its components. 
PRECAUTIONS: As with other antibiotic preparations, prolonged use may 
result in overgrowth of nonsusceptible organisms, including fungi. Appropri- 
ate measures should be taken if this occurs. 
DOSAGE AND ADMINISTRATION: Apply a small quantity to the affected 
area 2 to 5 times daily, depending on the severity of the 
condition. May be left exposed or covered with a dressing, 
as indicated. 
HOW SUPPLIED: Convenient, disposable, single-use foil 
packet of 1/32 oz (approx.), box of 144; tubes of 1/2 and 1 oz. 





Lichenif ication 


The incessant pruritus associated with 
neurodermatitis or lichen simplex causes 
repeated excoriation and the develop- 
ment of stubborn lichenified patches. 
Lidex-E provides prompt antipruritic: ac- 
tivity in a moisturizing emollient base that 
penetrates and lubricates the dry, thic- 
kened areas of inflammation...without 
greasiness or sweat retention. A wise 
choice for excoriated steroid-responsive 
lesions. 


Lidex-E 
(fluocinonide) 
Cream oos 


Potency in 
a versatile 


emollient base. 


Artist's rendition of 
lichenification commonly 
encountered in atopic 
dermatitis. Intercellular 
edema with epidermal 
spongiosis is also evident. 

















LIDEX-E (fluocinonide) 
Cream 0.05% 


< Description LIDEX-E cream 005% contains the ac- 
“tive compound fluocinonide. Fluocinonide, which is 
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Inhibition of Rat Skin Ornithine 
Decarboxylase by Nitrofurazone 


To the Editor.—Ornithine decarboxy- 
lase (ODC) is the first enzyme and a 
rate-limiting enzyme in the biosyn- 
thetie pathway for the polyamines 
(putrescine, spermidine, and sper- 
mine). Increases in skin ODC activity 
have been found to correlate with the 
administration of growth-promoting 
stimuli such as hair plucking, tumor 
promotion, and wounding. It has 
recently been reported that topical 
nitrofurazone (Furacin) treatment re- 
sults in a substantial decrease in the 
rate of wound healing in pig skin. 
Inhibition of ornithine decarboxylase 
induction may form the biochemical 
basis of the clinically observed retar- 
dation of wound healing by nitrofura- 
zone. 


Technique.-Samples of nitrofurazone 
soluble dressing and its polyethylene glycol 
vehicle were obtained. Hair was shaved 
from the dorsal skin of 8-week-old male 
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CD rats. The shaved area was divided into 
three noncontiguous patches approximate- 
ly 3x3 cm in diameter. The patches 
received either no treatment, 0.5 g of 
polyethylene glycol vehicle, or 0.5 g of 
nitrofurazone soluble dressing, topically 
applied, one or two times daily for up to 
four days. The animals were killed at vari- 
ous times, and ODC enzyme extracts were 
prepared and assayed essentially as de- 
scribed. The protein content of the 
extracts was determined turbidimetrical- 
ly. 
A single topical application of nitrofura- 
zone for two hours produced a slight 
decrease in skin ODC levels as compared 
with the skin ODC levels in untreated 
controls (Figure). This decrease became 
more pronounced with drug treatment for 
periods up to 48 hours, with a mean reduc- 
tion in ODC activity of 21%. In contrast, 
treatment with the polyethylene glycol 
vehicle resulted in a rapid rise in ODC 
enzyme activity during two to 48 hours of 
treatment. The vehicle-induced increase in 
ODC levels averaged 163% of the untreated 
controls. Treatment of the skin patches for 
96 hours resulted in further alterations in 
ODC activity levels. The activity in nitro- 





Time 2h 
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Effect of treatments on basal ornithine decarboxylase activity in rat skin. Percent control 
activity is calculated as treated divided by untreated x 100. Bar height represents mean 
of four to six animals. Number in parentheses indicates number of applications. 
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furazone-treated skin now rose to 116% of 
control, while that in vehicle-treated skin 
fell to 67% of control. 


Findings.—Addition of either nitro- 
furazone or its vehicle directly to the 
in vitro assay system did not affect 
the activity of ODC. Mixing of treated 
and untreated extracts (1:1, volume to 
volume) resulted in ODC activities 
directly proportional to the compo- 
nents. This indicated that neither a 
nitrofurazone-induced inhibitor nor a 
vehicle-induced activator was present 
in the extracts from treated skin. 

The antibacterial effect of nitrofu- 
razone has been determined to result 
from the ability of nitrofurans to 
interfere specifically with the synthe- 
sis of messenger RNA for inducible 
enzymes.’ In the absence of messen- 
ger RNA synthesis, no new enzyme 
protein can be made. The ODC activi- 
ty is induced in rat skin by hair pluck- 
ing. The response of rat skin to pluck- 
ing depends on new nucleic acid and 
protein synthesis, and maximal en- 
zyme activity is reached after four 
hours. Animals received 0.5 g of 
nitrofurazone twice daily for three 
days over half their backs, with no 
treatment on the other half. The hair 
was plucked from half of the treated 
and control areas four hours before 
death. The ODC activity was deter- 
mined in the plucked and unplucked 
patches from nitrofurazone-treated 
and untreated skin. In untreated skin 
hair, plucking resulted in a 387% 
increase in ODC levels above that 
found in unplucked skin. Nitrofura- 
zone-treated skin showed only a 62% 
increase in ODC activity. Thus, nitro- 
furazone treatment resulted in an 84% 
inhibition of the induction of ODC 
activity by hair plucking. 


Comment.—Our data show that the 
ODC enzyme activity levels in unstim- 
ulated rat skin respond to topical 
applications of nitrofurazone soluble 
dressing or its vehicle in a manner 
that closely parallels the wound heal- 
ing response reported by Geronemus 
et al? with the rapid stimulation of 
ODC activity by the vehicle seeming 
to correlate with the early onset of 
healing. The decrease in ODC levels 
seen at 96 hours of vehicle treatment 
may result in the slight overall 
decrease in wound healing in vehicle- 
treated skin. Nitrofurazone treatment 
inhibits ODC activity for at least 48 
hours, which may produce a delay 
and/or reduction in the healing 
response. 

The ability of nitrofurazone to in- 
hibit the response of rat skin ODC to 
hair plucking suggests that this drug 
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is capable of blocking inducible en- 
zyme synthesis in mammalian as well 
as in bacterial systems. In wounded 
(abraded) mouse epidermis, ODC ac- 
tivity increases dramatically within 24 
hours and remains elevated for at 
least 72 hours.’ Thus, the induction of 
ODC synthesis may be a necessary, 
preliminary event in wound healing. 
Inhibition of ODC induction by nitro- 
furazone may be the biochemical basis 
of its inhibition of wound healing. 
JEANNE LESIEWICZ, PHD 
LOWELL A. GOLDSMITH, MD 
Durham, NC 


This work was supported in part by Public 
Health Service (PHS) grants AM07093, AM17977, 
and AM17253. Lowell A. Goldsmith, MD, is a 
recipient of a Research Career and Development 
Award, PHS grant AM00008. 

This is publication No. 77 of the Dermatology 
Research Laboratories at Duke University Medi- 
cal Center, Durham, NC. 


1. Morrison DM, Goldsmith LA: Ornithine 
decarboxylase in rat skin. J Invest Dermatol 
38:309-313, 1978. 

2. Clark-Lewis I, Murray AW: Tumor promo- 
tion and the induction of epidermal ornithine 
decarboxylase activity in mechanically stimu- 
lated mouse skin. Cancer Res 38:494-497, 1978. 

3. Geronemus RG, Mertz PM, Eaglestein WH: 
Wound healing: The effects of topical antimicro- 
bial agents. Arch Dermatol 115:1311-1314, 1979. 

4. Herrlich P, Schweiger M: Nitrofurans, a 
group of synthetic antibiotics, with a new mode 
of action: Discrimination of specific messenger 
RNA classes. Proc Natl Acad Sci USA 73:3386- 
3390, 1976. 


Lindane Toxicity 


To the Editor.—Pramanik and Han- 
sen' have presented an unusual case of 
an ill infant (who was premature, had 
a ventrieuloseptal defect, pneumonia, 
congestive heart failure, and maras- 
mus) with scabies. After treatment 
with crotamiton failed, the patient 
was treated liberally with lindane, fol- 
lowed by "increased muscle tone, poor 
orientation to a visual animate stimu- 
lus, and frequent side-to-side head 
movements." Forty-six hours after 
lindane treatment, the level of lindane 
was 0.10 ug/mL, 17 times the mean 
48-hour posttherapy results reported 
by Ginsburg et al? Pramanik and 
Hansen stress that rats on protein- 
deficient diets are also more sensitive 
to lindane. Decreased fat depots were 
no longer available to store the percu- 
taneously absorbed lindane, which 
therefore exposed the CNS to toxic 
levels. 

They concluded that "case 1 raises 
the question of whether 1% gamma 
benzene hexachloride can be safely 
applied topically even once to small 
infants" and suggest sulfur, crotami- 
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ton, benzyl benzoate, and thiabenda- 
zole as treatment alternatives. 

I must offer a polite dissent to their 
advice. The only conclusion suggested 
by their experience is that infants, 
and possibly adults, with exceptional- 
ly low amounts of body fat (from 
starvation, prematurity, or lipodystro- 
phy) should not be treated with lin- 
dane. However, to avoid giving lin- 
dane to all young patients is an unrea- 
sonable position. Lindane has been 
used in more than 23 million patients, 
a substantial portion of whom are 
infants. Reported toxic reactions are 
exceptional when lindane is used as 
directed. Toxic reactions are so rare 
that incidents are usually suitable for 
publication and result in case reports 
similar to the article by Pramanik and 
Hansen. 

Why have otherwise reasonable 
physicians driven themselves and 
their colleagues away from the proved 
efficacy and safety of lindane derived 
from years of clinical experience? 
Why has there been such a rush 
toward the dark unknown of the "al- 
ternative scabicides"? I have read 
extensively on the topical use of sul- 
fur, crotamiton, benzyl benzoate, and 
thiabendazole, and I find no data that 
conclusively support any of these sub- 
stances' safety. Cubela and Yawal- 
kar' treated 50 children who were 
younger than 2 years with crotamiton 
cream or lotion. Cures ranged from 
36% (cream applied for three consecu- 
tive days) to 65% (cream applied for 
five consecutive days). This high fail- 
ure rate parallels my own disappoint- 
ing experiences. 

Coupled with the high treatment 
failure rate is an absolutely unknown 
risk of toxic reactions from the percu- 
taneous absorption of these drugs in 
young children. Has anyone had any 
extensive clinical or laboratory experi- 
ences with these drugs in this age 
group? Several articles in the older 
German literature suggest serious 
toxic reactions after percutaneous 
absorption of sulfur, applied to both 
animal? and human skin.* 

It has become so popular to con- 
demn lindane and praise the "alterna- 
tive drugs" that I believe it is no 
longer being fairly evaluated. Reason 
and practical experience have given 
way to paranoia. Please count me as a 
concerned physician who continues to 
use lindane effectively and safely. I 
have learned from the report of Pra- 
manik and Hansen that diminished 
body-fat stores may increase the tox- 
icity of percutaneously absorbed lin- 
dane and will not use it in such 
instances. I will continue to use this 





drug in patients of all ages, and I will 

continue to publicly advocate its use 

until reason and experience change , 

my position. 4 at 
JAMES E. Rasmussen, MD 
Ann Arbor, Mich 


Nonproprietary Names and 
Trademarks of Drugs 


Crotamiton—Euraz Cream. 
Lindane—Gamene, Kwell, R&C. 


1. Pramanik AK, Hansen RC: Transcutaneous 
gamma benzene hexachloride absorption and tox- 
icity in infants and children. Arch Dermatol 
115:1224-1225, 1979. 

2. Ginsburg CM, Lowry W, Reisch JS: Absorp- 
tion of lindane (gamma benzene hexachloride) in 
infants and children. J Pediatr 91:998-1000, 
1977. 

3. Rasmussen JE: Percutaneous absorption in 
children, in Dobson RL (ed): Yearbook of Derma- 
tology. Chicago, Year Book Medical Publishers 
Inc, 1979. 

4. Cubela V, Yawalkar SJ: Clinical experience 
with crotamiton cream and lotion in treatment of 
infants with scabies. Br J Clin Pract 32:229-231, 
1978. 

5. Geinitz W, Wust H: Uber die Resorption von 
anorganischen Stoffen durch die menschliche 
Haut: Untersuchungen mit Hilfe von radioaktiv- 
em Schwefel (35s) und Phosphor (32P). Z Ges Exp 
Med 125:587-595, 1955. 

6. Bosch F: Uber Schwefelwasserstoffvergif- 
tung bei aussBerlicher Applikation von elemen- 
tarem Schwefel in Salbenform, Naunyn Schmied- 
ebergs. Arch Exp Pathol Pharmacol 111:126-132, 
1926. 


In Reply.-We share Dr Rasmussen's 
concern that other scabicides may be 
less effective than gamma benzene 
hexachloride (lindane) and again ac- 
knowledge that further work is 
needed to ensure the safety of all of 
the available scabicides. 

However, we object to his minimiza- 
tion of our report by suggesting that 
only similarly malnourished infants 
would be prone to gamma benzene 
hexachloride toxic reactions. Although 
decreased subcutaneous fat tissue 
might cause preferential redistribu- 
tion of the highly lipid-soluble gamma 
benzene hexachloride into a marasmic 
infant’s brain, the unique infantile 
features of notably increased surface 
area for absorption (compared with 
body mass), plus the notably greater 
contribution of brain tissue to the 
total body lipid content, apply to 
normal as well as marasmic infants. 
Malnutrition and prematurity merely 
accentuate these attributes. 

Dr Rasmussen’s anecdote of 23 mil- 
lion treated patients is similarly 
unconvincing, relative to the question 
of safety in infancy. How many 
infants younger than 1 year have been 
treated in a controlled situation in 
which neurologic assessment was done 
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"before and after therapy, and tissue 
levels of gamma benzene hexachloride 
correlated with such items as degree 
‘of dermatitis, level of maturity, and 
nutritional status? In fact, the only 
gamma benzene hexachloride absorp- 
tion and kinetic study in the pediatric 
age group' did not even address the 
-toxicity question. Further, do physi- 
cians routinely advise parents of the 
signs of gamma benzene hexachloride 
neurotoxicity in infancy, since pa- 
tients with scabies are seldom reex- 
amined 24 to 48 hours after therapy? 
Even if patients were routinely reex- 
amined, would dermatologists or gen- 
eral practitioners with busy office 
practices recognize and correlate fea- 
tures such as hypotonia, apathy, irri- 
tability, or for that matter, even aki- 
netic or intermittent tonic seizures in 
an already irritable infant with sca- 
betic dermatitis? How many readers 
"of this journal have heard of, or are 
. capable of administering, a Brazelton 
Behavior Test? 
Our ease was well documented only 
because the infant was hospitalized 
under the direct observation of neona- 
tologist-pediatricians and neonatal 
nurse specialists. Clinical suspicion 
was confirmed by toxicologie screen- 
ing. We submit that this clear-cut ease 
of gamma benzene hexachloride poi- 
soning would have been unrecognized 
„cor unreported under outpatient cir- 
-eumstanees. Because the patient's oth- 
er problems made hospital admission 
mandatory, patient l's unique clinical 
; findings. probably led more to ade- 
quate assessment and reporting than 
to the suggestion of unusual suscepti- 
bility to gamma benzene hexachloride 
toxicity. 

Inadvertent ingestion and injudi- 
cious reapplication of gamma benzene 
hexachloride are probably more major 
problems in regard to the number of 
patients treated. Although physicians 
can often disclaim responsibility for 
these events, they certainly contribute 
to the overall toxicity problem. We 
have seen numerous examples of 
improper reapplications and have re- 
cently encountered two instances of 
gamma benzene hexachloride inges- 
tion. 

Clearly, studies to answer the ques- 
tions regarding the prevalence of 
acute gamma benzene hexachloride 
toxic reactions in infancy are lacking, 
and we know even less about long- 
term consequences of gamma benzene 
hexachloride brain accumulation. Pe- 
diatric experience with neurologic 
sequelae resulting from the cutaneous 
application of merbromin? and hex- 
achlorophene* compels us to be some- 
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what cautious in accepting the use of 
gamma benzene hexachloride in in- 
fancy. We would like to point out that 
hexachlorophene neurotoxicity was 
not recognized until almost two 
decades after its first clinical use. 
Gamma benzene hexachloride is, after 
all, a known neurotoxie insecticide, 
which, in animals, demonstrates a ten- 
fold preference for brain accumula- 
tion compared with blood.* For ob- 
vious sampling reasons, we have no 
data on whether the same gradient 
toward brain accumulation applies to 
infants, but there is no compelling 
reason to believe otherwise. It has 
always been a standard practice of 
pediatricians to advocate avoidance of 
known neurotoxin exposure during 
the periods of rapid intrapartum and 
postnatal brain development. 

We recognize Dr Rasmussen’s con- 
tribution to the field of cutaneous 
absorption but cannot share his 
anguish over newly recognized prob- 
lems with gamma benzene hexachlo- 
ride. Carefully read, our report is 
neither a global condemnation of 
gamma benzene hexachloride advis- 
ing avoidance in “all young patients,” 
nor a whitewashing of “alternative 
scabicides.” 

RoNaLD C. Hansen, MD 
ARUN K. Pramanik, MD 
Tucson, Ariz 


Nonproprietary Name and 
Trademark of Drug 


Gamma benzene hexachloride~Gamene, 
~~ Gamiso, Gexane, REC. 


1. Ginsburg CM, Lowry W, Reisch JS: Absorp- 
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1977. 

2. Seashore JH: Congenital abdominal wall 
defects. Clin Perinatol 5:61-77, 1978. 

3. Mullick FG: Hexachlorophene toxicity: Hu- 
man experience at the Armed Forces Institute of 
Pathology. Pediatrics 51:395-399, 1973. 

4. Solomon LM, West DP, Fitzloff JF, et al: 
Gamma benzene hexachloride in guinea-pig 
brain after topical application. J Invest Dermatol 
68:310-312; 1977. 


CSF Serology 


To the Editor.—The review of syphilis 
serology in the January ARCHIVES 
(116:84-89, 1980) by Felman and Niki- 
tas is timely and informative. As a 
neurologist, I believe that their discus- 
sion of the CSF examination deserves 
two comments. 

First, to state that "a reactive CSF 
nontreponemal test is almost always 
an indication of neurosyphilis" and 
that "false-positive reactions to a non- 
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treponemal test in the CSF rarely.” 
occur” is too dogmatic and perpet- 
uates the myth that a reactive CSF 
serology means neurosyphilis. A few 
causes of false-positive CSF serology 
test results are mentioned, but the 
authors' list is incomplete, excluding 
more common entities, ie, subarach- 
noid hemorrhage, sarcoidosis, and col- 
lagen vascular disorders. As I have 
stated. previously, I believe that a 
false-positive CSF serology is more 
frequent than the clinician realizes. 
Second, the issue of a routine CSF. 
examination in patients with reactive 
serum serology.is not addressed. It is 
generally aecepted today by most cli- 
nicians that, in the patient with reac- 
tive serum serology, a lumbar punc- : 
ture is in order, regardless of the 
absence of neurological dysfunction. |. 
Dans. et al’ concluded that CSF 
VDRLs are ordered routinely rather - 
than ‘selectively; and in the patient ` 
without symptoms or signs of neuros: 
syphilis, CSF serology provides little 
or no useful information. This unre- 
solved issue deals with everyday clini- 
cal practice and is in need of better 
clarification, because unnecessary 
lumbar punctures and antibiotic ther- 
apy may be prevented. 
In addition, I would reaffirm the 
authors’ conclusion that “the diagn 
sis of neurosyphilis should not 
made on the basis of any one labora 
ry test alone but should be based o 
clinical findings and all CSF laborato- 
ry findings.” Such. an. approach could: 
help alleviate the problem of CSF 
false-positive reactions. 
Peyton DELANEY, MD: 
Galveston, Tex 


1, DeJong RN: The Neurologic Examination, 


pp 1067-1068. 
2. Delaney P: False-positive serology in cere- 


cord tumor. Neurology 26:591-593, 1976. 
3. Dans PE, Vernon T, Russell B: Cerebrospi- 

nal fluid serology: Is its routine justifiable? Pub- 

lic Health. Rep 92:260-262, 1977. : 


In Reply.~We greatly appreciate Dr 
Delaney’s comments relative to our 
article, especially his concurrence with 
the fact that the diagnosis of neuro- 
syphilis should not be based on any 
one laboratory test alone. We would 
like to respond to the points raised. 

Dr Delaney is correct in his state- 
ment, as we indicated in our article, 
that positive CSF serologic test; 
results may occur. However, such 
occurrences have been reported only 
in isolated cases. Again, we would like 
to reiterate that the diagnosis of neu- © 
rosyphilis should be based on total 
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evaluation of clinieal findings, labora- 
tory reports, and the exclusion of per- 
tinent differential diagnoses. Our 
statement regarding the specificity of 
the CSF nontreponemal test and the 
rare occurrence of false-positive reac- 
tions is also stated in the monograph 
published by the US Department of 
Health, Education, and Welfare’ and 
is still the position held by scientists 
at its Venereal Disease Branch, Cen- 
_.ter for Disease Control. 
` We disagree with Dr Delaney’s 
comment that “it is generally ac- 
cepted today by most clinicians that, 
in the patient with reactive serum 
serology, a lumbar puncture is in 
order, regardless of the absence of 
neurological dysfunction.” If this 
| were the case, many more lumbar 
~~ punctures than are presently done 
(would be performed. As far as per- 
— . forming a routine CSF examination in 
patients with a reactive serum serolo- 
gy, this test should be mandatory in 
=< patients with suspected symptomatic 
. i. neurosyphilis to determine activity of 
:' the disease and to assess treatment of 
the patient. In patients who have had 
syphilis for more than two years who 
do not have neurological abnormali- 
ties, a CSF examination is desirable to 
exclude asymptomatic neurosyphilis, 
but it is not mandatory since the 
present treatment regimens for late 
latent syphilis are also adequate for 
asymptomatic neurosyphilis. 
YEHUDI M. FELMAN, MD 
JAMES A. NiKITAS, MA, FRSH 
New York 


CA Syphilis: A Synopsis, No. 1160. US Govern- 

ment Printing Office, US Dept of Health, Educa- 

tion, and Welfare, Public Health Service, 1968, p 
80. 





















¿Reliability of Indirect 
.. Immunofluorescence Testing 


To. the Editor.—Judd. and Lever’ 
reported on “Correlation of Antibod- 
jes in Skin and Serum With Disease 
Severity in Pemphigus.” They con- 
cluded that “indirect IF [immuno- 
fluorescence], contrary to statements 
in the literature, is unreliable for eval- 
. wating the status of the disease or for 
gauging therapy in some patients 
with pemphigus.” 
The authors base their conclusion on 
IF tests of patients’ serum samples 
| ^ using guinea pig esophagus sections 
. ag antigenic substrate, which they jus- 
«tify on the basis of data reported by 
_ Judd and Mescon.* With this test sys- 
tem, they find that 4595 of their 
patients who were free of lesions 
(some without treatment) had detect- 
-Able titers of intercellular antibodies. 
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"Conversely, they also found that 41% 





of their patients with active lesions 
who were receiving treatment had no 
detectable antibodies.’ 

Three factors contribute to these 
apparent diserepancies. First, serum 
samples that give positive reactions 
on guinea pig esophagus seetions and 
negative reactions on monkey esopha- 
gus sections most probably contain 
heteroantibodies that are not reactive 
with the patients' own tissues and are, 
therefore, of no pathologieal impor- 
tance and do not contribute to the 
direct IF findings. Second, patients in 
clinical remission who have pemphi- 
gus antibodies detectable on monkey 
mucosa, in our experience, frequently 
have a relapse if treatment is discon- 
tinued or if dosages are lowered too 
quickly. Third, the findings in eight of 
ten cases reported by Judd and Mes- 
con’ are on serum samples taken at 
two- to three-month intervals during 
the active phase of the disease rather 
than the recommended one- to three- 
week intervals until remission occurs.* 
The dynamies of the disease are such 
that a rise in titer (that, in reality, 
precedes an exacerbation in clinical 
activity) may not be detected, simply 
because the appropriate serum sam- 
ples were not taken. The data of Judd 
and Mescon* actually lend support to 
our own findings.’ First, all cases in 
which they find titers of intercellular 
antibodies of 40 or more on guinea 
pig, rabbit esophagus, or human fore- 
skin (but not on monkey esophagus or 
lip during the "active" phase of the 
disease) appeared at times when dis- 
ease activity was minimal and the 
patients were receiving maintenance 
treatment. Since many of these IF 
findings are probably of heteroanti- 
bodies, whieh are not relevant to dis- 
ease activity, it is more accurate to 
refer to these patients' test results as 
being negative for pemphigus anti- 
bodies. Second, their statistical analy- 
sis of the correlations between the IF 
titers and clinical disease activity 
indieates that correlation values are 
the highest for monkey esophagus and 
lip, ie, 0.79 and 0.73, respectively, and 
progressively lower for guinea pig 
esophagus (0.63), human  foreskin 
(0.59), and rabbit esophagus (0.52). If 
the reported data” were further cor- 
rected for the lack of necessary sam- 
pling and follow-up evaluations of the 
patients, the correlations of clinical 
responses to indirect IF findings may 
be expected to become even higher. In 
effeet, neither their own findings? nor 
ours*? justify their use of guinea pig 
esophagus for the detection of pem- 
phigus antibodies. 





From the technical point of view," 
these studies by Judd and Lever and 
Judd and Mescon also have a number 
of shortcomings that open their find” 
ings to question, eg, they do not pro- 
vide the necessary data on antibody 
concentration® of the various conju- 
gates they use, and they do not 
describe their controls for the blood 
group antibody absorption tests used, 
ie, known blood group antibodies that 
can be removed by absorption.’ 

Judd and Lever conclude that “the 
direct IF test can be regarded as a 
reliable diagnostic procedure that is 
positive early in the disease” and that 
"indirect IF is inferior." After teach- 
ing interested laboratory workers on 
this subject for nine years, it seems to 
us that appropriate indirect IF tests 
require either extensive personal ex- 
perience in serology in general and in 
IF serology in particular or coopera- 
tion with laboratories that have such 
experience. 

TaApEusz P. CHORZELSKI, MD 

STEFANIA JABLONSKA, MD 

MARIA JARZABEK-CHORZELSKA, PHD 

Warsaw 

Ernst H. BEUTNER, PuD 

RussELL J. NISENGARD, DDS, PuD 

Via Kumar, PHD 

Buffalo 

RonERT E. JORDAN, MD 

Milwaukee 

Beno MICHEL, MD 

Cleveland 
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In Reply.—Concerning the letter of 
Chorzelski et al, we agree that direct 
microscopic immunofluorescence test- 
ing of skin biopsy specimens from 
patients with pemphigus is a highly 
reliable, reproducible, and useful diag- 
nostic laboratory test. However, we 
question the reliability of indiregt 
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immunofluorescence testing of serum 
samples from patients with pemphi- 
gus as a diagnostic test and as a 
method for either assessing disease 
activity or monitoring therapy. 
Several points lead us to the conelu- 
sion that indirect immunofluorescence 


_ testing should not be used as a routine 


laboratory test. First, one of us 
(W.F.L.) had observed that the inter- 
cellular antibody titer did not always 
correlate with disease activity.’ These 
titers were performed by the Immu- 
nofluorescence Testing Service, Buf- 
falo. This, in fact, was the stimulus for 
our undertaking our own independent 
study. Second, other authors?’ have 
also called attention to the fact that 
antibody titers do not always corre- 
late with disease activity in pemphi- 
gus. Third, some authors, who sug- 


-gest that pemphigus antibody titers 


correlate with disease activity, also 


-indicate individual cases in which this 


correlation is not absolute. Fourth, we 
question the superiority of monkey 
epithelium as a substrate not only on 
the basis of our own findings, but also 
on the basis of statements in the 
literature. 

The only reference in the literature 
concerning the superiority of monkey 
epithelium was made by Chorzelski 
and Beutner' in 1969 in a report of two 
cases of pemphigus in which there 


. Were positive reactions on monkey 


epithelium and negative reactions on 
rabbit and guinea pig epithelium. This 
contrasts with a more detailed report 
by Katz et al* that suggests human 
epithelium is a. superior substrate. 
Also, Harrist and Mihm,’ in a recent 
review, suggest that both guinea pig 
and monkey epithelium may be used 
in indirect immunofluorescence test- 
ing. The following replies are given to 
specific points raised in the letter by 
Chorzelski et al. 

1. In reply to the statement that 
serum samples that give positive reac- 
tions on guinea pig esophagus and 
negative reactions on monkey esopha- 
gus are most probably heteroantibod- 
ies that are of no pathological impor- 
tance and do not contribute to the 
direct immunofluorescence micros- 
copy findings—all of our patients had 
positive direct immunofluorescence 
microscopy test results for pemphi- 
gus, eliminating the possibility of 
heteroantibodies according to the 
statement made by Jablonska et al; 
there is no sound immunological rea- 
son why heteroantibody should bind in 
rabbit, guinea pig, and even human 
epithelium but not in monkey epithe- 
lium; and in the article by Judd and 
Mescon? patients 2 and 7 had no 
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lesions at a time when antibody titers 
against monkey esophagus were 80 
and 20, respectively, and negative 
against guinea pig esophagus. 

2. In reply to the statement that 
patients in clinical remission, who 
have detectable pemphigus antibody, 
frequently have a relapse if treatment 
is discontinued or doses are lowered 
too quickly—in our experience, all 
patients with pemphigus in clinieal 
remission frequently have relapses if 
treatment is discontinued or doses 
are lowered too quickly, regardless of 
whether they have cireulating anti- 
body or not. 

3. In reply to the statement that, 
for the study of the dynamics of the 
disease, samples had to be taken every 
one to three weeks-it was not our 
intent to study the "dynamies" of 
pemphigus; rather, we studied the cor- 
relation between disease activity and 
antibody titer. 

4. In reply to the statement that 
patients with slight disease activity, 
who are receiving maintenance thera- 
py, and in whom antibody titers are 
negative on monkey esophagus but 
positive on guinea pig esophagus, rab- 
bit esophagus, and human foreskin, 
have had negative test results for 
pemphigus antibodies-this implies 
that a negative test result with mon- 
key esophagus can occur (and actually 
frequently occurs) with slight disease 
activity. This is exactly what we are 
trying to show for all substrates, In 
patients with moderate to extensive 
involvement, all substrates generally 
give a positive test result. It is in 
patients with slight involvement and 
who are receiving maintenance thera- 
py that there is considerable diver- 
gence in the titers with different sub- 
strates, and often there are negative 
results. It speaks against the value of 
a test if it often has negative results 
in patients with persistent disease 
activity. This happened in the case of 
monkey esophagus, which was nega- 
tive in patients 1, 2, 4, 5, 7, 8, and 10, 
while the disease was still active and 
while a positive test result was 
obtained with other substrates. 

With reference to specific technical 
points raised—the need for adjusting 
specific antibody concentration of the 
conjugate was unnecessary, since a 
single lot of the anti-IgG conjugate 
was used throughout our studies; all 
serum samples were absorbed with 
one-third volume of AB+ erythrocyte 
powder. After this treatment, we have 
never seen positive intercellular fluo- 
rescence in serum samples taken from 
patients without pemphigus; and the 
pattern of dull, intercellular fluores- 





cence in the lower epithelial layers 
was present in a few patients in low 
titer and was seen with all substrates 
used, including that which came from 
the monkey. The importance of this 
finding is unknown, but it did not 
influence our conclusions and was 
mentioned for completeness. 
KENNETH P. Jupp, MD, PuD 
Baltimore 
WALTER F. Lever, MD 
HERBERT MEsCON, MD 
Boston 
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Bowenoid Papulosis of the Genitalia 


To the. Editor.-Dr Lewis Shapiro has : 
called to our attention the fact that in 
our recent letter to the editor in the- 
March ARCHIVES (116:274, 1980), we 
failed to cite the work of several other . 
investigators who have also described 
genital lesions seemingly identical to 
those of bowenoid papulosis.'? There- . 
fore, we. offer this belated acknowl- 
edgment of their efforts. 

Tuomas R. Wane, MD 

Virginia Beach, Va 

A. BERNARD ACKERMAN, MD 

New York 


1. Katz HI, Posalaky Z, McGinley D: Pig- 
mented penile papules with carcinoma in situ 
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2. Bender ME, Katz I, Posalaky Z: Carcinoma 
in situ of the genitalia. JAMA 243:145-147,” 
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MEGAN —specifically for acne, specifically for the dermatologist. 
^' No other antibiotic combines these important attributes: Impressive efficacy. 
No reports of systemic side effects.* An extremely low potential for local adverse 

reactions. And an alcohol-free cream formulation. 































Impressive clinical € 


In multicenter, double-blind, : 
controlled studies of patients w 
ate-to-severe (grades II and III) acne 
vulgaris,’ MECLAN : 

alone was applied 
twice daily for 11 
weeks to 70 of 134 
patients; the remain- 
ing patients were 
treated by placebo. 
After only 5 weeks, 
papules and pus- 
tules were reduced 
49% (median). 


side effects.* 


ion studies, up to 
eatment dose of 

| to the arms, legs and 
backs of 20 subjects 
twice daily for 28 
days. No measurable 
amounts of meclo- 
cycline appeared in 
the blood or urine, 
nor was there 

any evidence of 
systemic toxic 
potential." 


Extremely Alcobol-free, 

low potential nonstinging, non- 
for local adverse burning cream 
reactions. * | formulation. 


Patch testing re- 
vealed no photo- 
sensitivity potential. 
Contact allergy 

and skin irritation 
were extremely rare. stinging, nonburn- 
And no follicular A 3 ing and alcohol-free, 
staining has been reported, except. — = ME a low potential for irritation 
with excessive use.! E 3 d MECLAN cream is a stable 
ith a two-year shelf life. 


MECLAN is the only 
ntibiotic for acne 
ülable in a van- 
ing cream base. 

cause it is non- 


1 ; A 
"As with all tetracycline derivatives, the possibility exists that significant percutaneous absorption may result from prolonged use. Thgfefsre, caution is advisi 
in administering MECLAN to persons with hepatic or renal dysfunction. There are no adequate and well-controlled studies in pre ant or^nursing womeh. 
*Data on file, Dermatological Division, Ortho Pharmaceutical Corporation. be 1 
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Please see the following page for prescribing information. 









Introducing 
The Only Antibiotic Cream 
Specific for Acne Vulgaris. 


(1 meclocycline 
| sulfosalicylate) 
Indication: MECLAN Cream is indi- 
* cated for topical application in the 
|: treatment of acne vulgaris. 
/ Contraindications: MECLAN is con- 
_ traindicated in persons who have 
shown hypersensitivity to any of its 
ingredients or to any of the other 
_ tetracyclines. 
_ Warnings: Although no absorption has 
| ;been demonstrated by 28-day inunc- 
*' tion studies in humans, the possibility 
* exists that significant percutaneous 
| absorption may result from prolonged 
use. Therefore, caution is advised in 
administering MECLAN (meclocycline 
- sulfosalicylate) to persons with hepat- 
ic or renal dysfunction. 
' Precautions: This drug is for external 
use only and should be kept out of the 
| eyes, nose, and mouth. 
| Pregnancy: Pregnancy Category B. 
Reproduction studies have been per- 
formed in rats and rabbits at oral 
doses up to 1000 times the human 
< dose (assuming the human dose to be 
one gram of cream per day) and have 
revealed no evidence of impaired fer- 
ity or harm to the fetus due to 
meclocycline sulfosalicylate. There 
was, however, a slight delay in ossifica- 
tion in rabbits when meclocycline was 
applied topically, There are no ade- 
quate and well-controlled studies in 
pregnant women. Because animal re- 
production studies are not always 
predictive of human response, this 
drug should be used during pregnancy 
nly if clearly needed. 
Nursing Motbers: 1t is not known 
"whether this drug is excreted in 
o human milk. Because many drugs are 
"oexcreted in human milk, caution 
t; should be exercised when meclocy- 
|. cline sulfosalicylate is administered to 
a nursing woman. 
v Adverse Reactions: MECLAN is well 
tolerated by the skin. In the clinical 
trials there was one report of acute 
contact dermatitis. There were iso- 
lated reports of skin itritation. Tem- 
porary follicular staining may occur 
with excessive application. Patch test- 
ing has demonstrated no photosen- 
Sitivity or contact allergy potential. 
Dosage and Administration: it is rec- 
ommended that MECLAN be applied 
to the affected area twice daily, morn- 
ing and evening. Less frequent appli- 
cation may be used depending on 
-x patient response. Excessive use of 
"MECLAN Cream may cause staining of 
some fabrics. 
How Supplied: MECLAN 
v meclocycline sulfosalicylate) Cream 
5 l%is supplied in 20 gram sealed tubes. 



















































DERMATOLOGICAL DIVISION 
$ ORTHO PHARMACEUTICAL CORPORATION 
| Raritan, New Jersey 08869 
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Follow this blueprint - 
for a more efficient, - 
more profitable practice! 





What is a well-designed, efficient medical office? What size facility do you 
need? How much will it cost? Should you build or rent? 

You've probably asked yourself those questions. They're tough ones to 
answer and important ones. But you'll find the answers—detailed 
ones—the Planning Guide for Physicians Medical Facilities, published by 
the American Medical Association. 

Whether you're building or remodeling your office or moving into your 
first practice setting, this guidebook offers invaluable practical information 
on planning your office for maximum efficiency. Contents include: 


BASIC PLANNING: Partitions « Heating - Ventilating - Air 
PLAN BEFORE BUILDING Conditioning * Lighting and Electrical 

* . | * 
Basic Planning e Unit Planning * Locating be ane n Şoupaprooting 
the Facility e Rent Versus Ownership e 
Professional Planning Assistance e YOUR OFFICE INTERIOR: 
Hospitals - Topography - Orientation « PUTTING THE PIECES TOGETHER 
Choice of Property * Financing the Building Reception Room ù Reception and Business 
and Equipment * Parking « Access and Office « Examining and Treatment Room « 
Parking Consultation Room * Laboratory e X-ray 
OFFICE CONSTRUCTION: Rooms * Utility Storage Areas * Furniture - 
INSIDE AND OUT Fixtures - Equipment « Color e 


How Much Space « The Remodeled Buildings. 9/96" Facilities 


Improving Leased Space * The New Building ^ OFFICE CONDOMINIUMS: 
* Choice of Materials + Casework Walls - WHAT YOU SHOULD KNOW 


——— ——————————————————— '/O nad 


| Order Dept., OP-439 
American Medical Association 
P.O. Box 821 
Monroe, Wisconsin 53566 


Please send me... copy(ies) of the Planning 
Guide for Physicians’ Medical Facilities, OP-439. 


| 

| 

| 

| 

| 

n | 
| Price: $3.00 per copy. Enclosed is my check 
Qa JA | for $ A MS to the AMA, Payment must 

AVA » | accompany order. 
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NEONATOLOGY OB/GYN 


Nomatter what your practice, 
the Welch Allyn Exam Lite" 
gives you a better look. 


Originally designed for the specialist, the 
Welch Allyn Exam Lite has become the 
standard in illumination for the entire medical 
profession. And there are many reasons why. 

The Exam Lite features bright, white 
Halogen light for true tissue color. And 
because the light is transmitted by fiber 
optics, you are assured of cool, uniform 
illumination, and of the flexibility to position 
and hold the light where you need it. 

The Exam Lite features a new wide- 


" EN 


The world’s 
most advanced 


SAN 





HPE 
bx 


8 the way since 1915 


Welch Allyn, Inc. 4341 State Street Road 
diagnostic instruments. Skaneateles Falls, New York 13153 U.S.A 


angle focusing sleeve providing 50% more 
illumination and a larger spot of light. And, 
the new Neonate Lite Pipe accessory now 
permits the safe transillumination of neonates. 

The Welch Allyn Exam Lite offers 
numerous options, including fixed or mobile- 
stand mounting. Well-suited for any practice, 
the Exam Lite is just one of the Welch Allyn 
family of diagnostic instruments, the world’s 
most advanced. 

For more information on the Exam Lite, 
contact your local Welch Allyn dealer. 







Moisture Conservation for the Skin 


Cacti make the desert bloom with is lipid free. There are no oils; no moderate to severe hyperkeratosis, 

beauty. . .by conserving water. lanolin, no oily film, no oily or on thick, rough locations 
Carmol 10 Urea Lotion feel. And Carmol also contains where the extra penetration of 

and Carmol 20 Urea Cream use none of the common potentially ^ 2095 urea is indicated.’ 


the same principle to help dry irritating preservatives. . 

skin to bloom again. Help vour patients with OL 10O 
The urea in the Carmol hyperkeratosis /dry skin to 10% Urea Lotion 

formulas mobilizes the body's conserve their natural skin 

own moisture to foster moist, moisture; recommend : CARMQL 20 

supple skin. It draws moisture Carmol. Carmol 10 for 

to the stratum corneum and dry skin anywhere | 20% Urea Cream 

conserves it there. Yet, unlike on the body.* —— 

SYNTEX | 


occlusive moisturizers, Carmol Carmol 20 for in? cute E 


SYNTEX LABORATORIES, INC. 
INGRAM DIVISION 
PALO ALTO, CALIFORNIA 94304 









` News and Notes 


Meeting.—The International Society 
of Tropical Dermatology will meet in 
Cologne, West Germany, April 1-4, 
1981. The general subject of the meet- 
ing will be "New Developments in 
Dermatology," with a special focus on 
tropical and. subtropical countries. 
Main topics include therapy (reti- 


_noids, corticosteroids, acne, and lepro- ^ 


sy); mycoses (candidiasis, systemic 
mycoses, and aetinomycoses); photo- 
^ dermatoses and phototherapy; virolo- 
gy (new therapeutic aspects, ticks as 
transmitters, herpes, and warts); and 
oncology (melanoma and lymphoma). 
There will be contributions. to actual 
problems and free communications. 
Application. can be made for short 
communications (ten: minutes) until 


Jan 1, 1981, to the chairman, Prof Dr 


G. K. 'Steigleder. There will be a joint 
meeting April 9-11, 1981, in. Copen- 
hagen. 


For further information, contact. 
Prof Dr G. K. Steigleder, Direktor der 


. Universitats-Hautklinik Köln, Jo- 
.Seph-Stelzmann-Strage 9, D-5000 Co- 
logne 41, West Germany. 


Meeting.—The Eighth Annual Meet- 
ing of the Society for Cutaneous 
Ultrastructure Research will be held 
at Guy’s Hospital, London, May 21-23, 
1981. Dermatologists, pathologists, 

_and other interested scientific work- 
|. ers are invited to participate. 

"For details and registration forms, 
please write Dr D. M. MacDonald, 
"Secretary of the Organizing Commit- 
tee, Department. of Dermatology, 
Guy's Hospital, St Thomas' St, Lon- 
don, SE1 9RT, England. 


Seminar.-The Seventh Annual 
Winter Skin Seminar will be held at 
The Given Institute of Pathobiology, 
Aspen, Colo, Feb 8-13, 1981. It is 
designed to provide the practicing 
dermatologist with a review and 
update of dermatologic therapeutics 
and a balance of clinical and scientific 
presentations relevant to the practice 
ef dermatology. Projected slides and 
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handouts will be used. The goal of the 
seminar is to provide practical infor- 
mation that.can be used in the daily 
practice of dermatology and more 
basic information that will aid the 
participant in passing the self-assess- 
ment examination of the American 
Academy of Dermatology or the 
Ameriean Board of Dermatology ex- 


amination. 
The registration fee is $220. Physi- 
cians practicing in Colorado may 


attend for $165. Twenty category 1 
credit hours will be given. 

For information or registration, 
contact the Office of Postgraduate 


Medical Education, The University of 
Colorado School of Medicine, 4200 E . 
"Ninth Ave, Denver, CO 80262; or call . 


(303) 394-5241. 


Course.—The 23rd Annual Postgrad- 


; uate Course in Dermal Pathology will 


be held at the Newporter Inn, New- 
port Beach, Calif, Aug 16-21, 1981. 


This course in dermal pathology is 


designed primarily for pathologists 
and dermatologists interested in cuta- 


.neous pathology. Emphasis will be 


placed on reviewing the basic and 
modern concepts of dermal pathology, 
including anatomy, histology, electron 
microscopy, histochemistry, cytodiag- 
nosis, inflammatory dermatoses, 
granulomatous dermatoses, nevi and 
neoplasms, and  reticuloendothelial 
and alterative dermatoses. The basic 
format will be similar to courses. held 
in previous years, but increased 
emphasis has been placed on workshop 
and self-assessment approaches. Mi- 


croscopes will be provided. Participant: 


registration is limited for the pro- 
gram. The course is accredited for 48 
eategory 1 credit hours toward the 
Physicians Recognition Award. 

For further information, contact 
Margaret Frederick, Executive Seere- 
tary, Memorial Hospital Medical Cen- 


ter, University of California Irvine 


Center for Health Education, 2801 
Atlantie Ave, PO Box 1428, Long 
Beach, CA 90801; or call (218) 595- 
3823. 


held May 1 11-13, 1981, in San F 
: co. ‘ 


ing and providing access to study 
. monitoring for adverse and/or ‘side - 


"ment and analysis; (10) issues regard 































International Congress of Chemother 
apy.—The 12th International Congr 
of Chemotherapy will be held 
19-24, 1981, in Florence, Italy. Ant 
erobial, anticancer, and  antivira 
chemotherapy and immunology anc 
immunotherapy will be discussed. The 
deadline for abstracts is Feb 15, 1981 
There will be pharmaceutical, tech i 
cal, and publication exhibits. related 
chemotherapy. 

For, further information, write 
Secretariat, 12th International C 
gress. of Chemotherapy, Via. de 
Seala, 10, Florence, Hab Pk 50123. 


_ Combined. Sessions ang Sympe | 
j ed. 


The. sessions. will. donus. on 
design, organization, managem 
and analyses of clinical trials. Top 
of special interest for contrib 
papers or poster sessions include 
are not restricted to, (1). design. a 
operation of clinical trials in a co 
effective manner; (2) patient c 
pliance and adherence; (3) end-point 
evaluation; (4) responsibility for stor- 





data; (5) the “generalizability” of elin- 
ical trial results; (6) clinical data banks. 
as substitutes for clinical trials; (7 


effects; (8) clinical trials in which the 
unit of intervention is a group or à 
community; (9) issues in data manage- 


ing clinical trials in special clinica 
areas such as the evaluation of psycho- 
pharmacologic agents; (11) ethics, trial 
design, and their interrelationships; | 
and (12) results of clinical trials that 
illustrate methodologic issues. : 

Abstracts must be received by Jan. 
1, 1981. E 

For information, write Christian R. : 
Klimt, MD, Secretary, Society for: 
Clinical Trials Ine, 600 Wyndhurst | 
Ave, Baltimore, MD 21210. 
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Corynebacterium acnes 


Pityrosporon 





The 


HO-B-Lite record: 
90% remission 

of psoriasis 
through outpatient 


treatment without 
systemic drugs. 


The Harvard Medical 
School Department of Der- 
matology reports that, 
according to tests it is cur- 
rently conducting, remis- 
sion of psoriasis through 
outpatient treatment has 
been achieved in 90% of 
patients using three treat- 
ments per week with the 
HO-B-Lite VI phototherapy 
booth and no systemic drugs. 


HO-B-Lite VI, the first UVB 
booth with six-foot “High Out- 
put” lamps, was developed by the 
National Biological Corporation. 
It is a reliable unit for dermatolo- 
gists’ use in treating patients 
suffering from psoriasis and a 
variety of other skin diseases. 

NBC is also the source for high 
quality compatible FS20 and 
FS40 sunlamps exclusively for 
medical use. These sunlamps 
have spectral characteristics 
similar to Westinghouse sun- 
lamps and may be purchased by 


you or by your 
patients di- 
rectly, if pre- 
scribed by you. 


"Using a new protocol with 
varied exposure increments, UVB 
therapy given 3 times a week com- 
pletely cleared 90% of the patients 
with psoriasis vulgaris. Ten to 38 
treatments were required. The 
only topical treatment required 
was white petrolatum. Results are 
compared to a schedule using 5 
treatments per week and fixed 
UVB exposure increments. Infre- 
quent treatments, avoidance of 
hospitalization and crude coal 
tar, and fewer episodes of UV 
burn may offer advantages for 
selected patients.” 

Abstract of a 1980 report entitled Outpa- 
tient Phototherapy of Psoriasis by 
Robert M. Adrian, M.D., John A. Parrish, 
M.D., Khosrow Momtaz-T., M.D. and 
Michael J. Karlin, Department of 
Dermatology, Harvard Medical School, 
Massachusetts General Hospital and 
Department of Dermatology, University 
of Maryland Hospital. Please make 
reprint reque ts to John A. Parrish, 
M.D., Deparvment of Dermatology, 


Massachusetts General Hospital, Boston, 
Massachusetts 02114. 
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For detailed information about 
NBC's Houva-Lite UVA photo- 
therapy systems, HO-B-Lite VI 
UVB booth, UVB lamps, measur- 
ing devices, sunlamps and gog- 
gles, contact the phototherapy 
systems specialists. NBC, the 
source for invisible light. 

Phone NBC at (216) 831-6760 
or write to National Biological 
Corporation, 26309 Miles Road, 
Cleveland, OH 44128. 
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DI TWOVERET GEN NU ETC DANEUSCY a 


TECHNIQUES IN SKIN SURGERY 

Edited and with contributions by ERVIN EPSTEIN, 
M.D., and ERVIN EPSTEIN, JR., M.D., both of the 
University of California Medical School, San Francis- 
co. (13 Contributors). This book provides all neces- 
sary information on various techniques in a con- 
densed but thorough manner that has special appeal 
for the dermatologic practitioner and trainee. It is a 
concise but comprehensive discussion of such tech- 
niques as scalpel and scissors surgery, electrosur- 
gery, chemosurgery, cryosurgery, nail surgery and 
others of current interest. Special procedures such as 
hair transplantation are included. Each procedure or 
technique is presented from the standpoint of indica- 
tions, contraindications, necessary equipment, pre- 
operative care, the technique itself, postoperative 
care, results, complications, and evaluation. The 
practical value of the book is enhanced by its inclu- 
sion of materials from several excellent contributors. 
203 pp., 83 illus. (1 color plate), 1979, $18.00. 


HISTOLOGIC DIAGNOSIS OF INFLAMMATORY 

SKIN DISEASES: A Method by Pattern Analysis 

By A. BERNARD ACKERMAN, M.D., New York Univer- 
sity School of Medicine. Designed to be of practical 
assistance in the histologic diagnosis of inflammato- 
ry skin diseases, this book teaches the reader to 
examine histologic sections according to a schema of 
nine sharply defined patterns that lead to precise 
diagnosis, or to meaningful differential diagnosis. A 
systematic discussion of various aspects of inflam- 
matory skin diseases is provided. By using the meth- 
od proposed in this book, a specific histologic diagno- 
sis can be made in almost every instance. Diagnostic 
features are presented in concise tables and clinico- 
pathological correlations are stressed. "This large, 
handsome volume is a virtuoso performance... the 
author has set his definitions and standards and 
carried his project off brilliantly."—Archives of Der- 
matology. 863 pp. (9 x 12), 674 illus. (includes 
numerous photomicrographs and 39 illus. on 6 full- 
color plates), 1978, $84.50. 


PATHOLOGY OF SOFT TISSUE TUMORS 

By STEVEN I. HAJDU, M.D., Memorial Sloan-Ketter- 
ing Cancer Center, New York, New York. This first- 
of-its kind book embodies definitive information on 
the morphology, epidemiology and prognosis of soft 
tissue neoplasms. Each chapter of this heavily illus- 
trated text features classification, diagnostic and 
differential diagnostic aspects, and gross and micro- 
Scopic appearance of more than 140 forms of soft 
tissue tumors and tumor-like conditions, with special 
emphasis on the ‘‘gray’’ areas between benign and 
malignant neoplasms and the overlapping morpholo- 
gy of various sarcomas. The author presents a num- 
ber of concepts which are supported by observations 
deducted from the review of the clinicopathological 
records of more than 2500 patients treated for soft 
tissue sarcoma at Memorial Sloan-Kettering Cancer 
Center during the last 25 years. Nearly 3,000 refer- 
ences are listed according to subject matter in chron- 
ological order. 599 pp. (7/4 x 10%), numerous illus. 
(several plates in color), tables, 1979, $65.00. 


DON'T MISS SEEING — 
THESE GOOD BOOKS 
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Plan now to examine our new books at the Ameri-" 
can Academy of Dermatology meeting in New York 
City, December 7-10, 1980. We will be at Booth 
505 


LABORATORY MEDICAL MYCOLOGY 

By YOUSEF AL-DOORY, Ph.D., The George Washing- 
ton University School of Medicine and Health 
Sciences, Washington, D.C. This text is a step-by-step 
guide for collecting, examining, processing and iden- 
tifying pathological fungi. The format chosen was 
with the objective of presenting the book in a highly 
usable form as the guide for technical staff in the 
diagnostic mycology laboratory; an informative text 
for medical staff serving patients, as to how, when 
and where specimens are to be collected, handled 
and delivered; a handy guide for clinicians on what 
tests (specimens) to be requested, how many of such 
requests should be made, what pathogens are to be 
expected, and when the results may be known, and 
how evaluated. 410 pp. (7 x 10), illus., 13 tables, 
1980, $24.50. 


DISEASES OF THE ORAL MUCOSA, 2nd ed. 

By PHILIP L. McCARTHY, M.D., Tufts University 
School of Dental Medicine and Harvard University 
School of Medicine, Boston, Massachusetts, and 
GERALD SHKLAR, D.D.S., Harvard School of Dental 
Medicine, Boston, Massachusetts. This new second 
edition represents a complete revision of the first 
edition with expanded material on diagnosis, and 
updated sections on therapy and management of oral 
diseases. Greatly expanded sections have been pre- 
pared on the autoimmune diseases, and individual 
chapters have been devoted to pemphigus, pemphi- 
goid and erythema multiforme. Ultrastructural 
pathology has been presented whenever it is perti- 
nent to the discussion. Sections on aphthous stoma- 
titis and psychosomatic diseases have been 
expanded. 579 pp. (7 x 10), 534 illus., 1980, 
$47.50. 


CANCER DERMATOLOGY 

Edited and with contributions by FREDERICK HELM, 
M.D., State University of New York at Buffalo. (39 
Contributors). This book is a concise presentation of 
current knowledge of skin cancer and the cutaneous 
manifestations associated with internal malignan- 
cies. Etiology, epidemiology, carcinogenesis and 
genetic aspects of skin cancer are discussed. Critical 
description of the clinical aspects of cancers, includ- 
ing lymphoma and paraneoplastic manifestations, is 
given, and an entire section is devoted to diagnostic 
procedures and therapeutic modalities. The latest in 
treatment, including chemotherapy and immunother- 
apy, and research goals are discussed. 501 pp. 
(7 X 10), 314 illus. (includes 19 illus. on 3 full-color 
plates), 1979, $45.00. 


Use your Master Charge or VISA card to order. Be 
sure to include your card number and expiration 
date. Lea & Febiger pays all postage and handling 
charges on cash and credit card sales. 


LEA & FEBIGER 


WASHINGTON SQUARE . 
PHILADELPHIA, PA./19106 
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Patients often don't use tar 
hampoos that are short on 
sthetics and cosmetic accept- 
bility...and shampoos that aren't 
sed don't help clear up scalp 
onditions. 

That's why you ought to 
onsider Polytar® 

Clear, amber Polytar lathers 
p rich and white and leaves your 
atient's hair and scalp clean, 
‘agrant and manageable. 

Polytar does it all while it 
irings relief from itching and dry- 
ss, helps break up agglomer- 
ited scales, and controls oiliness. 





Shampoo P. 






One trial 
will convince you 
its unsurpassed 
in effectiveness. aii 


Shampoo Z. 


The basis of Polytar effective- For free 
ness and patient acceptability is Starter Samples, aoe | 
the technology that allows us to call us ) 
superheat refined coal tar, coagu- TOLL-FREE at 
late it, ultrafilter it...and then 1-800-327-3858. 
augment its therapeutic potential In Florida, 


call us collect: 
1-305-443-3807. 


by adding pine tar, juniper tar, 
and LCD. 

Polytar Shampoo: clearly out- 
standing in a broad range of scalp 
conditions—dandruff, seborrhea, 
psoriasis. 





Stiefel Laboratories, Inc 
Coral Gables, Florida 33134 


Kt STIEFEL 
I anical Necmatoloaicals 
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Shampoo 





















JPPLIED: 2 OZ. TUBES . WRITE FOR SAMPLES 


DOAK PHARMACAL CO.,INC. WESTBURY, N.Y.1 1 S9. 


DISTRIBUTOR IN CANADA o cec ee e n 
TRANS-CANADA DERMAPEUTICS LTD., MONTREAL H4R1E3, QUEE- 





~ Westwood announces... 





A New 
Solution in... 


The 

Treatment 

of Acne 
Vulgaris 














NEM The First Ready-o-Use 15% Erythromycin Solution 


Staticin 





Vil 








Efficacy documented in multi-center 
double-blind clinical trials. 


€ Investigators in eleven different locations participated in the studies. 
€ 127 patients were randomly assigned to treatment with Staticin and 126 patients to its 


vehicle, which served as a control. 


€ To qualify for the study, a patient was required to have at least Grade II or Grade III 
acne, and 95% had at least 10 papules or pustules, one or more comedones, and not 


more than 5 nodulo-cystic lesions. 


€ A total of 235 patients were evaluated for efficacy during the course of 12-week 


double-blind studies. 


€ Demanding criteria were used in evaluating response. Reductions in lesion counts and 
global response were considered "excellent" if there was a 76-1009, decrease and 


“good” if there was a 51-75% decrease. 


Staticin was statistically superior to 
the control vehicle in the majority 
of studies. 


In six of eleven studies involving a total of 151 patients, 
Staticin was significantly more effective than the control 
vehicle (the Staticin formulation without erythromycin). 
In these six studies almost eight of every ten Staticin- 
treated patients experienced excellent or good global 
response after twelve weeks of therapy. This proportion 
was about twice as great as that for the control vehicle 
group. In three of the other studies there was no 
difference observed between Staticin and its vehicle, 
with excellent or good global response being recorded 
in better than 70% of patients. In the remaining two 
studies there was an unusually low response to both 
Staticin and the control vehicle, with only about a third 
of the patients experiencing excellent or good global 
response. One of these studies had an unusually small 
sample size, enrolling only eight patients in total. 


Please see last page for brief summary of prescribing information. 


Excellent or good response maintained 
in 839^ of patients followed for up to 
six months in open-label studies. 


Twenty-six patients with excellent or good global 
response after twelve weeks of therapy with Staticin, 
who wanted to stay on therapy after the controlled 
studies, were entered in uncontrolled, closely 
supervised, open-label studies. These patients were 
followed for up to six additional months in this phase. 
One patient was lost to follow-up and one patient 
dropped out of therapy for reasons not related to 
efficacy or safety. Both of these patients were 
experiencing excellent or good response at their last 
visit. Excellent or good response was maintained in 
twenty of the twenty-four patients (83%) who could be 
evaluated at the end of this phase. Four patients showed 
a decrease from excellent or good to fair. Ten of the 
twenty-four patients reported adverse reactions during 
the open-label phase of the studies. The reactions 
reported were generally mild drying or an oily feeling. 
They did not cause discontinuation of therapy in any 
patient. Three of the patients had daily dosage 
frequency reduced. 
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15% topical solution 


Formulated for consistent reliability. 


Base formulated to provide optimal stability of antibiotic. 


The base for Staticin is a unique, patented, non-aqueous formulation to provide 
optimal stability for the antibiotic. The vehicle provides a mild drying and 
peeling action, although this action has not been clinically documented to help 
in the control of acne. The fragrance used is hypoallergenic and has been 
certified by the Research Institute for Fragrance Materials not to contain any 
known sensitizing substances. 





Ready to use with certified consistency for uniform activity. 


Staticin is subjected to rigid quality control. It is also assayed and certified to 
assure uniformity of activity. 


Stable at temperatures below 86 ° F. 


An amber bottle protects Staticin from the effects of light. Its high degree of 
stability is an inherent result of its unique formulation. Particulate matter will not 
form in Staticin. 


Stability assured for two years. 


During manufacture, Staticin is subjected to ongoing tests to assure stability. 
Samples of Staticin are stored and constantly monitored for prolonged stability. 


Formulated for patient acceptance and compliance. 


@ Patients who respond usually see substantial improvement 
within the first four weeks of therapy. 


Will not stain or discolor skin. 
Quick and easy to apply. 
No refrigeration means no inconvenience. 


Ready to dispense at pharmacy, no waiting 
for compounding. 


SIMPLE b.i.d. dosage, ONCE IN THE MORNING, 
ONCE IN THE EVENING. 






The First...ready-to-use 
1.5% erythromycin 
topical solution 


No gastrointestinal or irreversible 


adverse reactions seen in clinical trials. 


There were no irreversible adverse effects reported by any 


of the 11 clinical investigators. 


Only three patients discontinued 
therapy due to adverse reactions. 


Severe erythema, scaling, tenderness and dryness were 
considered unexpected but treatment-related effects. 
Twenty-six patients in the erythromycin 

group experienced one or more of these 

side effects during the study periods. 

However, only 2 patients treated with 

erythromycin discontinued therapy as a 

result of erythema, scaling, tenderness or 

dryness. From earlier studies, one patient 
experienced an urticarial-type reaction 2 

days after initiation of therapy with the 

erythromycin solution and required steroid 

therapy. Treatment was discontinued and the 

patient fully recovered in six days. 





Staticin 





ma 1.5% 
topical solution 


©1980 W.P. Inc. 


Staticin® 
(erythromycin) 
1.5% TOPICAL SOLUTION 


DESCRIPTION —Contains 15 mg/ml erythromycin 
base in a clear solution vehicle of 55% alcohol, 
propylene glycol, laureth-4 and fragrance. 


CONTRAINDICATIONS —Hypersensitivity to 
erythromycin or any of the other listed ingredients. 


WARNING —The safe use of STATICIN during 
pregnancy or lactation has not been established. 


PRECAUTIONS —For external use only. Keep away 
from eyes, nose, mouth and other mucous membranes 
Concomitant topical acne therapy should be used 
with caution because a cumulative irritancy effect 
may occur, especially with the use of peeling, 
desquamating or abrasive agents. 

The use of antibiotic agents may be associated with 
the overgrowth of antibiotic-resistant organisms. If 
this occurs, administration of this drug should be 
discontinued and appropriate measures taken. 


ADVERSE REACTIONS —Erythema, desquamation, 
tenderness, dryness, pruritus and oiliness. 155 of 193 
patients exposed to the drug during clinical effective- 
ness trials experienced some type of adverse effect; 
approximately half experienced local drying of the 
treated areas. One generalized urticarial reaction, 
possibly drug-related, was reported. 


HOW SUPPLIED—STATICIN solution, 60 ml amber 
glass bottle, NDC 0072-8000-60. 


U.S. Pat. 4,000,263 


For full prescribing information see package 
insert. 


WESTWOOD” 


PHARMACEUTICALS INC 
Buffalo. New York 14213 
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THE ONLY WAY TO 





END THE EPIDEMIC 


IS OVER HER DEAD 


Kill the female itch mite (sarcoptes 
scabiei) and you've stopped the current 
scabies epidemic. Because when she 
burrows deep into the stratum corneum, 
she defies diagnosis and resists removal 
by surface-acting medications and 
cleansers. Her success has been making 
headlines around the country— with re- 
ports of scabies outbreaks in rural and 
suburban areas as well as in the cities. 

A quick and simple diagnosis. 
Scabies can mimic a number of der- 
matological conditions, '-? such as urticaria, furunculosis 
and dermatitis—as well as syphilis, with which it may 
coexist. But there's an almost foolproof way to recognize 
it. Even in the absence of the fierce nocturnal itching? and 
the lesion distribution characteristic of the disease 
(hands, wrists and elbows in 9 out of 10 cases),' a quick 
microscopic look can confirm your scabies diagnosis. 

To demonstrate the itch mite, look for an unscratched, 
inhabited burrow (wherever the patient says he itches at 
that very moment is a likely spot). Use a strong light, a 
magnifying glass and a surgical blade to which a drop of 
mineral oil is added. Scrape several sites. Transfer the 
material to a slide, cover and examine under low power 
magnification." 34 (If you don't spot any parasites in egg, 
larvae or adult stages, look for their red fecal compac- 
tions. They can be just as diagnostic.) 

Kwell: penetrating action to kill mites, their eggs and 
larvae. Once you've found scabies, there's a positive way 
to eradicate it. Kwell (196 gamma benzene hexachloride) 
Lotion or Cream. It penetrates to reach the scabietic bur- 
rows, kill the female mites and, of course, the less tena- 
cious males, as well as their eggs and any larvae that may 
have hatched. In fact, Kwell works so consistently and 
well against scabies that it has been the most widely 
prescribed scabicide for three decades. 


Cream/Lotion 





Nearly 10096 effective. The clinical 
record of Kwell has never been sur- 
passed by any other pediculicide. It is 
"nearly 100% effective," and often 
works with a single application 
(a second or third application may be 
made at weekly intervals, if needed). 
Your patients will appreciate the low 
risk of sensitization and irritation. ê 
And you will appreciate that Kwell 
works so predictably that it serves to 
confirm your diagnosis of scabies. 
Not many pharmaceutical preparations can match that 
record of dependability. 

CONTRAINDICATIONS: Kwell Cream and Lotion is contraindicated for 
individuals with known sensitivity to the product or any of its components 
WARNING: KWELL CREAM AND LOTION SHOULD BE USED WITH CAUTION 
ESPECIALLY ON INFANTS, CHILDREN, AND ON PREGNANT WOMEN 
LINDANE PENETRATES HUMAN SKIN AND HAS THE POTENTIAL FOR CNS 
TOXICITY. STUDIES INDICATE THAT POTENTIAL TOXIC EFFECTS OF 
TOPICALLY APPLIED LINDANE ARE GREATER IN THE YOUNG. Seizures have 
been reported after the use of lindane but a cause and effect relationship has not 
been established. 

Simultaneous application of creams, ointments, or oils may enhance the 
percutaneous absorption of lindane. 

PRECAUTIONS: If accidental ingestion occurs, prompt gastric lavage will rid the 
body of large amounts of the toxicant. However, since oils favor absorption, 
saline cathartics for intestinal evacuation should be given rather than oil laxatives 
If central nervous system manifestations occur, they can be antagonized by the 
administration of pentobarbital or phenobarbital. 

If accidental contact with eyes occurs, flush with water. If irritation or 
sensitization occurs, discontinue use and contact a physician 

ADVERSE REACTIONS: Eczematous eruptions due to irritation from this product 
have been reported. 

REFERENCES: 1. Patient Care 7:94, Nov. 1, 1973. 2. Stankler, L.: Practitioner 
210:803, June 1973. 3. Domonkos, A.N. (ed.): Andrews' Diseases of the Skin 
Clinical Dermatology, ed. 6, Philadelphia, W.B. Saunders Company, 1971 

pp. 511-513. 4. Muller, G., et al: Arch. Dermatol. 107:70, Jan. 1973. 5. James 
B.H.E.: Br. Med. J. 1:178, Jan. 15, 1972. 6. Sollman, T.: A Manual of Pharma- 
cology, ed. 8, Philadelphia, W.B. Saunders Company, 1957, p. 178 

SEM courtesy of J. M. Rower, M.D., Columbus, Ohio 


REED & CARNRICK 


Kenilworth, New Jersey 07033 


KWELLZ Cn benzene 
hexachloride 
| THE SCABICIDE OF CHOICE. 


Anunsurpassed standard of therapy 


. 
419AT7 


Itching from scabies can be maddening. And 
with scabies (unlike most other disease states) 
the first symptom is the last to go even though 
the cause has been eliminated. Dead mites, 
eggs and fecal matter remain in the stratum 
corneum where they can continue to cause se- 
vere irritation and itching for a week or longer.' 
In spite of your directions to the contrary, the 
persistence of the itch may lead some patients 
to reapply their scabies medication unneces- 
sarily. So, after you have killed the scabies 
mites with KWELL® (lindane 1%)*—the scabi- 
cide of choice—kill the itch 


EPIFOAM™ (hydrocortisone acetate 1%): 
for the irritation and inflammation of post- 
scabietic itch. 


EPIFOAM is effective follow-up therapy for the 
intolerable symptom of scabies—the itch. It 
contains hydrocortisone acetate—widely rec- 


Epifoom = 
(hydrocortisone acetate 1%) | 


THE SECOND HALF 
OF SCABIES THERAPY. 





AFTER YOU KILL THE ITCH MITES, 
KILL THE ITCH. 


ognized for its antipruritic and anti-inflamma- 
tory actions.’ 


EPIFOAM is cosmetically elegant: nongreasy, 
nonstaining and smooths easily into the skin 
Its unique foam base is a soft touch for tender, 
irritated skin. 


EPIFOAM is supplied in a push button, 10 g 
aerosol for quick and convenient application. 


EPIFOAM. So you can kill the itch after you 
kill the itch mite. 


*Before prescribing KWELL® Cream or Lotion, please 
see full prescribing information, a summary of which 
appears on the preceding page 


REFERENCES: 1. Stone OJ: Cont Ed Fam Phys 3 (No 
3):40, March 1975. 2. Modell W (ed): Drugs of Choice 
1978-1979. St. Louis, CV Mosby Co, 1978, p. 729 


Reed & Carnrick 
Kenilworth, N.J. 07033 
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EPIFOAM™ 

(hydrocortisone acetate 1% in a base of pramoxine 
HCI, propylene glycol, cetyl alcohol, PEG-100 stear- 
ate, glyceryl stearate, laureth-23, polyoxyl-40 stear- 
ate, methylparaben, propylparaben, trolamine or 
hydrochloric acid to adjust pH, purified water, butane 
and propane propellants [inert]). 


Before prescribing, see Complete product information 
of which the following is a brief summary. 
Contraindications: Topical steroids are contraindi- 
cated in those patients with a history of hypersensi- 
tivity to any of the components of the preparation 
Precautions: If irritation develops, the product should 
be discontinued and appropriate therapy instituted 

In the presence of an infection, the use of appropriate 
antifungal or antibacterial agents should be instituted. 
If a favorable response does not occur promptly, the 
corticosteroid should be discontinued until the infec- 
tion has been adequately controlled. 


If extensive areas are treated or if the occlusive tech- 
nique is used, the possibility exists of increased sys- 
temic absorption of the corticosteroid and suitable 
precautions should be taken particularly in children 
and infants. 

Although topical steroids have not been reported to 
have an adverse effect on human pregnancy, the safe- 
ty of their use in pregnant women has not absolutely 
been established. In laboratory animals, increases in 
incidence of fetal abnormalities have been associated 
with exposure of gestating females to topical cortico- 
sleroids, in some cases at rather low dosage levels. 
Therefore, drugs of this class should not be used ex- 
tensively on pregnant patients, in large amounts, or 
for prolonged periods of time. 

This product is not for ophthalmic use. 


Adverse Reactions: The following local adverse reac- 
tions have been reported with topical corticosteroids 
burning, itching, irritation, dryness, folliculitis, hyper- 
trichosis, acneiform eruptions, hypopigmentation, 
allergic contact dermatitis, maceration of the skin, 
secondary infection, skin atrophy, striae, and miliaria. 
Dosage and Administration: Apply to affected areas 3 
~ or 4 times daily Transfer the medication to a pad and 
apply gently, or apply the foam directly. 
How Supplied: Available in 10 g pressurized cans. 


[E Reed & Cornrick/Kenilworth, N.J. 07033 


If you 
order blood 
you need... 





The 1977 edition of General Prin- 
ciples of Blood Transfusion is 
available from the American Medical 
Association. Completely revised and 
updated, this exceptional overview 
brings you the best of informed opin- 
ion and experience in the field of 
transfusion. 


Among the topics listed in the 
table of contents are: 


* Responsibility of the Clinician 
in the Transfusion Service 

* Clinical Indications for the Use 

of Red Cell Concentrates 

Management of Shock 

Massive Transfusions 

Autotransfusions 

Management of Hemorrhagic 

Diseases 


General Principles of Blood Transfu- 
sion is the only book of its type. If you 
order blood or blood components for 


your patients, you need this 
authoritative text. Use the coupon to 
order your copy today! $3.00 
Order Department OP-267 S/J 
American Medical Association 

P.O. Box 821 

Monroe, WI 53566 

Please send copy(ies) of General 


Principles of Blood Transfusion, OP-267, 
at $3.00 each. Allow 4-5 weeks for delivery. 


Name 





Address 





City 





State Zip 





Synalar ...... 


(fluocinolone acetonide) 


(fluocinolone acetonide) 


DESCRIPTION SYNALAR* and SYNEMOL" (fluocinolone 
acetonide) have the chemical name 6a, 9a-difluoro- 
16a-hydroxyprednisolone- 16, 17-acetonide 

SYNALAR cream0.025% cream 0.01% —The cream con- 
tains fluocinolone acetonide 0.25 mg. /g. or 0.1 mg./g. in 
a water-washable aqueous base of stearic acid, 
propylene glycol. sorbitan monostearate and monoole- 
ate, polysorbate 60, purified water and citric acid with 
methylparaben and propylparaben as preservatives. 
SYNALAR ointment 0.025% — The ointment contains fluo- 
cinolone acetonide 0.25 mg./g. in a white petrolatum 
U SP vehicle 


SYNALAR solution contains fluocinolone acetonide 04 
mg./g. in a water-washable base of propylene glyco! with 
citric acid 

SYNALAR-HP (fluocinolone acetonide) cream 0.2% — 
The cream contains fluocinolone acetonide 2 mg. /g. in 
a water-washable aqueous base of stearyl alcohol, 
cetyl alcohol, mineral oil, propylene glycol, sorbitan 
monostearate, polysorbate 60, purified water and cit- 
ric acid with methylparaben and propylparaben as 
preservatives 

SYNEMOL (fluocinolone acetonide) cream 0.025% —The 
cream contains fluocinolone acetonide 0.25 mg./g. in 
a water-washable aqueous emollient base of stearyl 
alcohol, cetyl alcohol, mineral oil, propylene glycol, 
sorbitan monostearate, polysorbate 60, purified water 
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.. Editorial 


Dermatology Foundation 1980 


hen Dr Malkinson asked me, as 
president of the Dermatology 
Foundation, to write a guest editorial, 
I eagerly accepted. This eagerness 
was motivated by my desire to report 
some facts about the foundation and 
its relationship to our specialty. At 
the end of 1979, the total amount of 
the foundation's awards had reached 
$1,145,724—$486,800 for fellowships 
and $658,924 for grants. Last year the 
foundation enjoyed the highest level 
of awards, the highest income, the 
greatest participation by pharmaceu- 
tical and cosmetic manufacturers, and 
the largest paid membership. None of 
these achievements was by accident. 
The foresight of previous foundation 
leaders, the enthusiasm and commit- 
ment of Coleman Jacobson, MD, as 
president during the past two years, 
the new aggressive staff direction, 
and the dedication of scores of mem- 
bers came together in a manner that 
augurs well for the future of the foun- 
dation. It is necessary for all practie- 
ing dermatologists to recognize that 
the work of the Dermatology Founda- 
tion is critical for our profession. 

The demand for predoctoral and 
postdoctoral fellowships, research de- 
velopment, and the unmet needs of 
our departments all dictate that 
increased financing for all aspects of 
these programs must be found. If we 
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would like to see increased publie con- 
cern regarding the importance of skin 
disease, we have the perfect vehicle to 
elevate consumer awareness. When I 
asked Rich Blakley, our executive 
director, to participate in this edito- 
rial, he said, "TI do it in a few words: 
If you think research is expensive, try 
ignorance." 

Last year, Dr Jacobson asked me to 
initiate a membership drive. With the 
help of Ray Cornelison, MD, and many 
of our friends and colleagues through- 
out the country, we started the pro- 
cess by which we hope to achieve our 
goal—that every practicing dermatolo- 
gist will be a member of the founda- 
tion by the time of our annual meet- 
ing in New York this December. A 
parallel effort will be made to have 
active regular members reexamine 
their level of giving with the hope that 
many will shift to at least Century 
Club status. In addition, we intend to 
seek support outside the specialty. 
Private contributions have an impact 
many times that of government 
sources. 

Let me cite what we were able to 
achieve this year because of increased 
support. When the Society of Investi- 
gative Dermatology requested funds 
from the American Dermatological 
Association, the American Academy 
of Dermatology, and the Dermatology 






Foundation, we were in a position to 
provide the “critical mass,” 59% of the 
cost to publish a supplement to the 
Journal of Investigative Dermatology, 
which contained an analysis of re- 
search needs and priorities in derma- 
tology. I believe this will be a majo 

document in the progression of our. 
specialty. This support could .b 
offered in a year in which the largest 
dollar amount was awarded for fellow- 
ships and grants. This undertaking 

was a perfect example of dermato- 

logic organizations working in unison 

toward the common goal of achieving 

recognition for the importance of skin 

disease on a national level. 

Some of you have questioned the 
administrative efficiencies of the Der- 
matology Foundation in past years. I 
would tell you that the close coopera- 
tion of the American Academy of Der- 
matology and the foundation, now 
sharing contiguous office space in 
Evanston, Ill, and the increasing con- 
tributions that I expect from all who 
are interested in dermatology should 
improve the ratio of grants and fel- 
lowships to administrative costs this 
year. I urge all of you to be generous 
in your contributions. These funds 
directly relate to a reduction of suffer- 
ing in our patients with skin disease. 

G. THOMAS JANSEN, MD: 
Little Rock, Ark 
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Original Contributions 


Ulcerative Lichen Planus 





1. * Four patients with ulcerative lichen 
planus of the feet underwent total exci- 
-Slon and split-thickness skin grafting of 
«the affected areas. One patient underwent 
| grafüng in 1951, and remained free of 
“recurrent ulcers for 26 years. Another, 
¿who had an 18-year follow-up after gratt- 
“ing, required an additional procedure. The 
possibility of squamous cell carcinoma in 
ilcerative lichen planus is considerable, 
s lending further support to the concept that 
excision with grafting is the treatment of 
choice for these lesions. .. 
i (Arch Dermatol 116: 1252-1 256, 1980) 

















cerative lichen planus i is an enti 
ty characterized by . chronic, 
painful, cicatricial bullae and ulcera- 
- tion of the soles of the feet, and often 
of the mouth and other mucosae, 
together with scalp and nail lesions: 
The large chronic ulcers are frequent- 
ly resistant to medical therapy. Surgi- 
cal excision and grafting of ulcerative 
liehen planus has been. reported in 
individual cases since 1951.*?? The sev- 
en patients with surgically: treated 
ulcerative lichen planus described in 
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the literature to date have had good 
short-term results. This report repre- 
sents.a long-term follow-up of the 
original two. patients described from 
our institution by Cram et al,’ and 
presents two. additional cases of 
patients successfully treated more 
recently (Table 1). 


REPORT OF CASES 


Case L—A 44-year-old woman was 
observed in 1951 with a 12-year history of 
painful, disabling, ulcerative inflammatory 
lesions of the feet. The eruption began 
with intermittent erythema and sponta- 
neous bullae of the feet, associated with 
pruritus and a burning sensation. Although 
initial local therapy resulted in. partial 
clearing of the eruption, with resulting 
scar formation, the painful and chronic 
ulcerations had persisted: since 1948. Six 
; months before being seen at our clinic, the 
ulcers had extended peripherally and had 
Shown no evidence of healing. Spontaneous 
shedding of all toenails, with atrophy of 
the nail matrix, had also occurred. 

In 1948, an asymptomatic, diffuse, cica- 
tricial alopecia developed, most severe over 
the occipital region. Since 1948, scattered 
papules. continued . to develop on the 
patient's extremities, and painful erosions 
developed on her mouth and tongue. She 
had received an unknown number of x-ray 
treatments to her feet in 1940; and "hor- 
mone injeetions" more recently, with no 
benefit. Vitamin A, taken daily for three 
months, was likewise of no benefit. There 
was no history of arsenic therapy. 

Physical examination disclosed a diffuse 


cicatricial alopecia, which was most severe 
on the occipital region. The buccal mucosa 
and tongue were covered with multiple 
white papules in à reticulated pattern, 
along with several small superficial ero- 
sions. Typical papules of lichen planus were 
noted on the lateral aspect of the right 
arm. On the sole and instep of the left foot 
was a superficial ulcer (4 x 6 em), with an 
ill-defined border and a clean, granulating 
base. Several smaller erosions were located 
on the instep of the right foot. The skin 
around the erosions was dry and atrophic. 
There were several small lichen planus 
papules on the sides of the feet near the 
ulcers. No bullae were present. The toenails 
of the great and second toes of both feet 
were completely gone, with atrophy of the 
nailbed. The remaining. toenails were 
undergoing a similar atrophy. 

Punch biopsy specimens from the sole of 
the right foot and from the right arm were 
diagnostie of lichen planus. 

The patient's condition failed to respond 
to a two-week hospitalization trial of topi- : 
cally applied wet dréssings and oral admin- 
istration of bismuth subnitrate. The ulcer 
on the left foot was excised en bloe through 
the subcutaneous tissue, and a split-thick- 
ness graft from the. right. thigh was 
applied. The graft took well and the 
patient was given bismuth and vitamin A 
orally until 1954, when ulcers recurred on 
the right. sole, buccal mucosa, and tongue. 
She was given chloroquine hydrochloride 
twice daily for nine months, with initial 
improvement, but with ultimate recur- 
rence of erosion of the right sole. A split- 
thickness graft to the:sole of the right foot 
was applied in 1956. 


Table 1.—Clinical Findings in Ulcerative. Lichen Planus of the Feet Treated by Skin Graft 


Patient/Sex/ 
Age, yr 
1/F/44 


Duration of Disease, 
yr/ Year of Graft 


12/1951 





2/F/54 10/1961 


3/M/62 
4/F/80 


4/1978 
9/1979 
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Involvement 


parse uS T ani ae AA EA EA TET RM 
Mucous Membranes 


Skin 
Yes, alopecia 


Nails 


Oral Yes No 


Oral, vaginal Yes, alopecia 
in 1972 
Oral No 


Oral, vaginal 


Yes 
Yes 


Yes 
Yes 





Recurrence . 


Status 
Dead of carcinoma of lung, 1977; 


grafts intact for 26 yr 
Yes Yes; regrafted No recurrence since 2nd graft, fully 


ambulatory after 7 yr 
Fully ambulatory, no pain after 1 yr 


Fully ambulatory, no pain; squamous 
carcinoma of vulvua 
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Fig 1.—Case 2. Top left, Before split-thick- 
ness grafting (July 1961) (from Cram et 
al’). Top right and bottom, May 1979, 18 
years after original grafting. 
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Fig 2.—Case 3. Top left and right, Bilateral ulcers of instep (June 
1978). Bottom left and right, October 1978, four months after total 
excision and split-thickness grafting. 
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In 1960, a small superficial erosion devel- 
oped posterior to the graft site on the right 
foot; the erosion healed with topically 

* applied hydrocortisone cream and rest in 
bed. Both of the previously grafted loca- 
tions remained free of additional disease, 
however. Over the years, the alopecia had 
become worse and was almost total. The 
atrophic appearance of the scalp was con- 
sistent with the diagnosis of pseudopelade, 
& were the biopsy findings in 1960. Non- 
atrophic alopecia of the axillary and pubic 
hair had also developed. 

Until her death in 1977, at the age of 70 
years, the patient’s grafted sites remained 
clear of lichen planus and free of recurrent 
ulcers. She could walk without difficulty, 
and her disability had been reversed. She 
continued to have pruritic lichenoid pap- 
ules on the feet until her death. 

Case 2.—A 54-year-old woman was 
observed in 1961 with a ten-year history of 
erythema and bullae about the feet and 
toes, and recurrent ulcers. The bullae rup- 
tured easily, leaving painful ulcers that 
healed slowly, with residual atrophic scars. 
There was associated pruritus and burning. 
The ulcers on the feet and toes oozed 
serosanguineous fluid, and the patient was 
greatly disabled. All toenails had been per- 
manently lost. For eight years, a patch of 
asymptomatic alopecia had been present 
over the vertex of the scalp and had grad- 
ually increased in size. During this same 
period, pruritic plaques with erythema and 
scaling had developed on the volar aspects 
of both wrists, but these plaques cleared 
after four treatments with x-rays. X-ray 
treatment to the patient’s feet, six years 
before her examination at our clinic, were 
of no benefit. There was no history of 
arsenic therapy. 

Physical examination showed an irregu- 
lar area of cicatricial alopecia over the 
vertex of the scalp. Several small, white 
papules in a reticulated pattern were noted 
on the buccal mucosa. Mottled areas of 
hyperpigmentation and atrophy were pres- 
ent on the volar surfaces of both wrists. All 
of the toes, especially the first, second, and 
third, were blunted and dystrophic, 
webbed, and flexed from scar formation. 
Atrophy, hyperpigmentation, and telan- 
giectasia were present on the toes, and all 
toenails were absent. There was a sharply 
marginated granulating ulcer on the tip of 
the right great toe, and a similar ulcer was 
present over the second metatarsal head on 
the sole of the left foot (Fig 1, top left). 
Erythema and scaling were present over 
the insteps of both feet, and there was 
moderate pitting edema of the feet and 
ankles. 

A biopsy specimen from the involved 
soles of both feet confirmed the diagnosis 
of lichen planus. A biopsy specimen from 
the area of alopecia on the scalp was 
reported to be diagnostie of pseudope- 
lade. 

In July 1961, the involved areas were 
excised, and split-thickness grafts were 
applied to the ulcerated areas on the feet 
and toes. The grafts of the right foot took 
well, but residual ulcers persisted on the 
left foot, requiring a second split-thickness 
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graft and multiple, small "postage-stamp" 
grafts. 

In 1967, six years after the original graft 
procedure, the ulcers recurred at the non- 
grafted tip of the right foot, but they 
responded to topical application of wet 
dressings and rest in bed. Five years later, 
in 1972 (11 years after the original graft- 
ing), uleers recurred at the base of the 
second and third toes on the left foot and 
along the lateral side of the left foot. In 
addition, a 1-em ulcer recurred on the right 
foot at the level of the great toenail. These 
areas were reexcised and regrafted, with 
the grafts covering the ends of the toes and 
obliterating the webs of the remaining 
toes. 

Since then, the patient has remained 
free of disease in the grafted areas and is 
fully ambulatory seven years after the last 
graft procedure (Fig 1, top right and bot- 
tom). She has continued to have oral lichen 
planus involvement, and recently had an 
erosive lichenoid eruption of the vulva and 
vagina. 

Case 3.—A 62-year-old man was observed 
in June 1978, with a four-year history of an 
erythematous, pruritic lichenoid eruption 
symmetrically located on the extensor sur- 
faces of both arms, both legs, and both feet, 
and extending onto the soles of the feet. 
Linear ulcers of the feet had developed two 
years before admission. The ulcers did not 
heal, despite many modes of medical ther- 
apy, including topically applied antibiotics, 
orally administered prednisone, topically 
applied triamcinolone acetonide, 0.05% 
cream under occlusion, intralesionally ad- 
ministered triamcinolone, and salicylic acid 
gel under occlusion. At the time of admis- 
sion, the patient was in extreme pain, could 
not use his feet, and was in a wheelchair 
much of the day. 

Physical examination demonstrated 
multiple hypertrophic lichenoid plaques on 
the extensor surfaces of the lower portion 
of both legs, the feet, and the arms. There 
was a large (3 x 7-cm) polyangular ulcer, 
with a clean granulating base, along the 
instep of the left foot (Fig 2, top left). A 
smaller (2 x 5-cm) linear ulcer was 
observed on the instep of the right foot 
(Fig 2, top right). Both ulcers were sur- 
rounded by erythema and were situated in 
areas of atrophic scar tissue. Callus forma- 
tion was present on both heels, and sur- 
rounded the erythematous atrophic areas. 
Violaceous lichenified papules of lichen 
planus were observed on the dorsa and 
sides of the feet. Bullae were not present. 
All toenails had been shed, and nail 
matrices were involved in atrophie scarring 
masses. 

The buccal mucosa showed white reticu- 
lated lesions typical of lichen planus. A 
biopsy specimen of the skin from the left 
leg showed hypertrophic lichen planus. 
Roentgenograms of both feet disclosed hal- 
lux valgus formation. Results of hemogram 
and blood chemistry studies were normal. 

Three weeks of rest in bed and local 
topical therapy produced no benefit. The 
ulcers of both feet were widely excised 
while the patient was under spinal anes- 
thesia; split-thickness skin grafts were 
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applied to the ulcers of the medial aspects 
of the right and left feet, and an 8 x 4-cm 
graft was applied to the lateral aspect of 
the left foot. There was a 95% take of all 
graft tissue. When the patient was dis- 
missed, his condition was without compli- 
cations. Subsequent observations in Octo- 
ber 1978 (Fig 2, bottom) and June 1979 
showed that the patient was ambulatory 
and free of pain. 

Case 4.—An 80-year-old woman was hos- 
pitalized with a history of recurrent right 
foot ulceration since 1971. She had had a 
compound fracture of the right ankle in 
1970 and a chronic pruritic eruption with 
ulceration of her instep, after wearing a 
walking cast for nine months. The ulcer 
recurred in 1974, but healed with rest in 
bed and topical therapy. In 1976, a grade 3 
squamous cell carcinoma of the vulva, 
involving the labial mucosa and posterior 
fourchette, was removed. For three years 
before this, she had had a pruritic, burning, 
erythematous, erosive involvement of the 
vulva and vagina that was suspected, but 
not proved, to be lichen planus. In 1979, the 
patient had recurrent ulcers of her right 
instep that had been present for six weeks. 
She had had insulin-dependent diabetes 
mellitus since 1971. She had not been 
ambulatory because of the pain in the 
ulcerative lesion. 

Examination showed large hyperkera- 
totic plaques over the instep and middle 
part of the sole of the right foot, with 
multiple shallow ulcers and a large 
(4.5 x 3-em) ulcer over the instep. Sur- 
rounding the ulcers were erythematous 
and atrophic areas and violaceous papules 
of lichen planus. The patient had white 
reticulated streaks on the buccal mucosa 
and sides of the tongue. Pelvic examina- 
tion showed the residuum of a radical 
vulvectomy. Findings on biopsy and direct 
immunofluorescence microscopy were con- 
sistent with lichen planus. 

Previously, the patient had been treated 
with topical triamcinolone, 0.05% cream, 
under occlusion, aluminum acetate soaks, 
Lassar’s paste, stoma adhesive, and whirl- 
pool, without benefit. During her admis- 
sion, the patient was initially treated with 
wet dressings and rest in bed for two 
weeks, without notable improvement. Be- 
cause of the poor response to medical ther- 
apy and the chronic disabling nature of the 
ulcers, it was decided to excise and skin- 
graft the right instep. An elliptical area 
measuring 10 x 3.5 cm was excised from 
the inner aspect of her right foot, and a 
split-thickness graft was taken from the 
right thigh and sutured into place over the 
defect. The graft took well, without compli- 
cation, and the patient has continued to 
improve physically, with full ambulation. 


COMMENT 


The unique syndrome of ulcerative 
lichen planus has been described by 
many authors (Table 2). The condition 
is characterized by ulceration, with 
occasional inflammatory bullae of the 
feet and toes, permanent loss of the 
toenails, and cicatricial alopecia of the 
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Cram et al’ 
Case 1 1966/1951 
1966/1961 
1974/1970 


1975/1973 









Lendrum* 
King et al^ 





Present report 
Case 3 


scalp. Mucous membrane lesions, par- 
ticularly of the mouth and vulva, are 
common.''?? The chronic and crippling 
ulcers of the feet are distinctive for 
this disease, and are often associated 
with lesions of lichen planus elsewhere 
on the body, as in our four cases. The 
ulcerative lesions of the feet may be 
the only lesions present, without find- 
ings elsewhere on the body. However, 
loss of the toenails and the presence of 
associated lichen planus should be 
expected, particularly when the pa- 
tient is carefully observed over a long 
period. Permanent anonychia may be 
the only disease manifestation in un- 
usual situations.’ Because of the 
extensive inflammation and destruc- 
tion, this process has been confused 
with certain forms of lupus erythema- 
tosus.'* 

Morgan* described the surgical 
treatment of ulcerative lichen planus 
of the feet in 1951. In 1966, Cram et al? 
described two surgically treated pa- 
tients, whom we have included in our 
current study to bring the long-term 
follow-up information into clinical 
perspective. Two additional patients 
have been described by King et al* and 
Lendrum. Male and Azambuja” re- 
viewed 24 cases of ulcerative lichen 


1. Corsi H: Lichen planus associated with atro- 
phy of nail matrix and hair follicles on scalp. Proc 
R Soc Med 30:198, 1936. 

2. Pierini LE, Abulafia J, Barnatan M: El 
liquen como factor de exoniquia definitiva. Arch 
Argent Dermatol 4:281-294, 1954. 

3. Sarkany I: ? Atrophie lichen planus. Br J 
Dermatol 75:442-444, 1963. 

4. Cram DL, Muller SA: Unusual variations of 
lichen planus. Mayo Clin Proc 41:677-688, 1966. 

5. Samman PD: Lichen planus and lichenoid 
eruptions, in Rook A, Wilkinson DS, Ebling FJG 
(eds): Textbook of Dermatology, ed 2. Oxford, 
England, Blackwell Scientific Publications, 1972, 
vol 2, pp 1343-1344. 

6. Morgan J: Unusual case of lichen planus. Br 
J Dermatol 63:370-371, 1951. 

7. Cram DL, Kierland RR, Winkelmann RK: 
Uleerative lichen planus of the feet: Bullous 
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Table 2.—Cases of Grafted Ulcerative Lichen Planus 


Duration 
Year Reported/ Malignant of Disease, 
Source Year Grafted Sex/Age, yr Degeneration yr 
Morgan’ 1951 M736 No 12 








F/53 
F/33 


Male and Azambuja” 1975 
Male and Azambuja^ 1975 









































Squamous carcinoma 
of vulva 






planus from the literature, and 
included two of their own. Both of 
their patients had successful grafting, 
although squamous cell carcinoma 
developed in one at the ulceration site 
prior to grafting. The authors con- 
cluded that skin grafting was the 
treatment of choice in ulcerative lich- 
en planus, and offered the only oppor- 
tunity for a lasting therapeutic 
response. These authors also stated 
that the chances for success were bet- 
ter when grafting was performed ear- 
ly in the course of the ulcerative dis- 
ease. The experience reported herein 
supports these conclusions, and sug- 
gests that the condition of patients 
with ulcerative lichen planus can be 
rehabilitated by grafting procedures. 
Indeed, our patient 1 remained dis- 
ease free in the grafted areas for 26 
years. Patient 2, after an 18-year fol- 
low-up period, had responded well, 
although a second grafting procedure 
was required. All four of our patients 
had lichen planus of the mucous mem- 
branes. All had active oral lichen plan- 
us, and two patients had vulvar ulcer- 
ative disease. In addition, these four 
patients had coexisting persistent 
lesions of lichen planus involving oth- 
er cutaneous areas. Patient 3 had sev- 
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eral forms of lichen planus—ulcera- 
tive, papular, oral, and hypertrophic— 
and had nail involvement. We suggest 
that ulcerative lichen planus develops 
on a background of continued inflam- 
matory lichenoid reactivity, and that 
it is this continued inflammatory 
response that leads to chronic ulcera- 
tion and disability. In addition, 
chronic trauma to the toes, insteps, 
and soles may have a role in the 
development and perpetuation of 
these lesions. 

The case reported by Male and 
Azambuja," in which ulcerative lichen 
planus developed into squamous cell 
carcinoma, is important. They found 
one other case in the literature. Oth- 
er cases of lichen planus with compli- 
cating leukoplakia and squamous cell 
carcinoma in the oral mucosa, and 
cases of squamous cell carcinoma 
developing in hypertrophic lichen 
planus lesions,” are recorded. In one 
of our four cases, squamous cell carci- 
noma of the vulva developed on a 
chronic erosive lesion that was sus- 
pected to be lichen planus. We believe 
that chronic ulcerative lichen planus 
may develop into squamous cell carci- 
noma in all locations, and should be 
observed with this possibility in mind. 
This may be another reason for rec- 
ommending that ulcerative lichen 
planus be treated with early excision 
of ulcerative skin and skin grafting if 
other initial therapy is ineffective. 

The ulcers in these patients tend to 
be chronic and disabling, despite med- 
ical therapy. Although topical therapy 
may be of some benefit in healing the 
smaller erosions, excision and skin 
grafting provide the only real chance 
for long-term rehabilitation. 


Nonproprietary Name and 
Trademark of Drug 


Chloroquine hydrochloride—Aralen Hy- 
drochloride. 


igr 14:718, 1967. 

13. Cornelius CE III, Shelley WB: Permanent 
anonychia due to lichen planus. Arch Dermatol 
96:434-435, 1967. 

14. Copeman PWM, Schroeter AL, Kierland 
RR: An unusual variant of lupus erythematosus 
or lichen planus. Br J Dermatol 83:269-272, 
1970. 

15. Jansen LH, Groothuis FBG: Lichen ruber 
atrophicus et exulcerans avec dégénération ma- 
ligne. Ann Dermatol Syphiligr 87:371-381, 1960. 

16. Warin RP: Epithelioma following lichen 
planus of the mouth. Br J Dermatol 72:288-291, 
1960. 

17. Potter B, Fretzin D: Well-differentiated 
epidermoid carcinoma arising in hypertrophic 
lichen planus. Arch Dermatol 94:805-806, 1966. 


Ulcerative Lichen Planus—Crotty et al 


Treatment of Palmoplantar Psoriasis 
With Topical Methoxsalen 
Plus Long-Wave Ultraviolet Light 


Elizabeth A. Abel, MD; Leonard H. Goldberg, MD; Eugene M. Farber, MD 


è Fourteen patients with chronic 
plaque-type psoriasis involving the palms 
and soles and 14 patients with palmoplan- 
tar vesiculopustular dermatosis, includ- 
ing three cases of localized pustular pso- 
riasis, were treated with topical applica- 
tion of methoxsalen, followed by exposure 
to long-wave ultraviolet energy (topical 
PUVA). Approximately two thirds of the 
patients with palmoplantar plaque-type 
psoriasis and half of those with vesiculo- 
pustular dermatosis responded with con- 
siderable improvement, as evidenced by 
flattening of plaques, decreased scaling 
and erythema, and decreased vesicle and 
pustule formation after 15 to 40 treat- 
ments. Complete clearing of the treated 
areas was achieved in five patients with 
palmoplantar psoriasis, three of whom 
had the pustular variety. Most patients 
required continued maintenance therapy 
with topical PUVA. The condition of the 
patients with palmoplantar vesiculopustu- 
lar dermatosis, especially those with 
severe involvement, was more labile and 
more difficult to control with PUVA thera- 
py than in those with chronic scaling 
plaques. 

(Arch Dermatol 116:1257-1261, 1980) 
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K early as 1961, the phototoxic 
response from topically applied 
psoralens plus long-wave ultraviolet 
radiation (topical PUVA) was shown 
to produce involution of psoriatic 
plaques.’ Subsequent studies of topi- 
cal photochemotherapy for localized 
psoriasis included a combined methox- 
salen-anthralin regimen,’ and the use 
of topically applied trioxsalen** or 
methoxsalen,"' in conjunction with 
UV-A irradiation from a variety of 
light sources. The inhibition of DNA 
synthesis by topical PUVA, as deter- 
mined biochemically by a decrease in 
specific activity of DNA and autora- 
diographically by a decrease in the 
labeling index, has provided a ration- 
ale for the use of this modality in 
psoriasis, a disorder showing in- 
creased epidermal cell proliferation. 
The effective use of orally adminis- 
tered psoralen plus UV-A (oral 
PUVA) in the treatment of general- 
ized psoriasis was subsequently re- 
ported,*-’ and has been applied to the 
treatment of palmoplantar psoria- 
sis.™? Because of the long-term risks 
of oral PUVA therapy relating to 
cataract formation and carcinogenici- 
ty, as well as the risk of acute photo- 
toxicity, it seems desirable to use a 
local treatment for a condition that 
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involves a small extent of the entire 
body surface. In this way, the eyes 
and uninvolved skin might be spared 
from undesirable acute and long-term 
side effects of oral PUVA treat- 
ment. 

There is relatively little informa- 
tion on the response of palmoplantar 
psoriasis or palmoplantar vesiculopus- 
tular dermatosis to topical PUVA 
therapy. This form of treatment of 
psoriasis involving palms and soles 
has been reported by a few investiga- 
tors to be less effective" and to 
require longer periods of irradia- 
tion*"* than for plaque-type psoriasis 
elsewhere on the body, perhaps due to 
decreased penetration of ultraviolet 
energy through the thick stratum cor- 
neum of the palms and soles. 

In a controlled study of persistent 
palmoplantar pustulosis, the efficacy 
of oral PUVA was demonstrated ini- 
tially on one palm or sole. Subsequent 
treatment with topical PUVA to the 
other palm or sole gave similar results, 
but there was excessive erythema and 
less patient acceptability of the topi- 
cal regimen. 

The present study was undertaken 
to evaluate further the efficacy of 
topical PUVA therapy in a larger se- 
ries of patients with palmoplantar 
psoriasis, using a high-intensity UV- 
A exposure source designed for local 
treatment of the hands and feet. 
Patients with a diagnosis of psoriasis 
based on the presence of clinically 
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typical psoriatic plaques elsewhere on 
the body were included in the study, 
as well as those with palmoplantar 
vesiculopustular dermatosis. Although 
the latter condition is probably one of 
various causes, at least three of these 
cases represented localized pustular 
psoriasis. 


MATERIALS AND METHODS 
Patients 


Fourteen patients with palmoplantar 
vesiculopustular dermatosis participated in 
the study, three of whom had a diagnosis of 
localized pustular psoriasis based on the 
presence of psoriatic plaques elsewhere on 
the body. There were 14 patients with 
chronic scaling palmoplantar lesions with- 
out a vesicular or pustular element, and all 
had several clinically typical lesions of pso- 
riasis elsewhere on the body. The palmo- 
plantar involvement was the disabling fea- 
ture of the disease in all cases. All patients 
had bilateral disease, usually involving 
both palms and soles. Fifteen patients 
were male and 13 were female, ranging in 
age from 14 to 70 years. The duration of 
psoriasis or palmoplantar vesiculopustular 
dermatosis ranged from six months to 22 
years. The condition of all patients had 
been resistant to previous conventional 
therapy, including topically applied gluco- 
corticosteroids, tars, anthralin, and kerato- 
lyties. One patient was receiving metho- 
trexate at the time topical PUVA therapy 
was instituted. Another patient had 
received prior treatment with methotrex- 
ate, and two patients had received orally 
administered steroids for their psoriasis. 


Exposure Source 


Irradiation of the palms and soles was 
administered with two units (Waldman 
PUVA 180) containing 12 UV-A lamps 
(Sylvania F15T8-PUVA), with a UV-A 
intensity ranging from 6 to 13 mW/sq cm. 
The lamps were covered by a transparent 
glass plate, 8 mm in thickness, on which the 
patient rested the hands and/or feet (Fig 
1) The glass plate effectively filtered out 
the UV-B component, as measured by 
radiometer (1L500 Research). Another ra- 
diation unit (PUVA 200), containing 14 
UV-A lamps (Sylvania F8T 5/BL) in a 
semicircular arrangement, was used in 
combination with the basic unit for treat- 
ment of the lateral and dorsal aspects of 
the feet. During treatments, the patients' 
eyes were protected with opaque goggles. 


Treatment 


A 0.1% solution of methoxsalen was pre- 
pared from 1% methoxsalen lotion (Oxso- 
ralen) in a hydrophilic ointment. Later in 
the study, the vehicle was changed to a 
lotion containing cetyl stearyl alcohol and 
propylene glycol (Cetaphil), which was 
found to be preferable for cosmetic rea- 
sons, and clinically equally effective. The 
psoralen preparation was applied to the 
palms and soles two hours prior to UVA 
exposure. Initial doses were 0.5 to 0.8 
joules/sq em, with subsequent increments 
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Fig 1.—Ultraviolet (UV) A treatment to 
palms and soles, administered with porta- 
ble light units. Lamps are covered by glass 
plate, effectively eliminating UV-B compo- 
nent. 


of 0.1 to 0.4 joules/sq em, depending on the 
clinical response. The starting dose was 
below the minimal phototoxic dose as 
determined by phototesting in selected 
patients. Treatments were usually admin- 
istered two to three times weekly until 
clearing, or to the point of maximum 
improvement, after which point mainte- 
nance treatments were given initially at 
weekly intervals, then less frequently, 
according to a tapering regimen similar to 
the schedule used for oral PUVA thera- 
py." 

After each UVA exposure, the psoralen 
was removed by gentle soap and water 
washing for five minutes, followed by the 
application of an emollient to take up any 
remaining drug. Patients were advised to 
protect treated areas from subsequent sun 
exposure. 

During the initial treatment evaluation 
period, use of specific antipsoriatic prepa- 
rations was discontinued. However, pa- 
tients were instructed to use keratolytics 
such as 10% salicylic acid in petrolatum or 
20% urea cream nightly, and to apply emol- 
lients frequently to remove scales and 
thereby promote increased penetration of 
ultraviolet energy. 


Evaluation 


Photographs were taken initially and at 
the time of maximum therapeutic re- 
sponse. Clinical response was graded as 
follows: 0, no improvement, continued ve- 
siculopustulation; 1+, minimal improve- 
ment, slightly less scale and erythema; 2+, 
definite improvement, with greatly de- 
creased scaling, partial flattening of 
plaques, and less erythema, as well as 
decreased vesiculopustules; 3+, considera- 
ble improvement, with nearly complete 





flattening of plaques or marked decrease 
in vesiculopustules; 4+, complete clearing, 
with complete flattening of plaques or 
absence of vesiculopustules; residual macu- 
lar hyperpigmentation might be present. 


RESULTS 
Therapeutic Response 


Nine (64%) of the 14 patients with 
chronic plaque-type psoriasis involw- 
ing the palms and/or soles responded 
with considerable (3-- or greater) 
improvement (Fig 2), including two 
patients who achieved complete clear- 
ing. The remaining five patients with 
plaque-type psoriasis showed a partial 
response (grade 2) to topical PUVA 
therapy (Table 1). There were no com- 
plete treatment failures. A sponta- 
neous remission was unlikely to 
aecount for these changes, as un- 
treated psoriatic plaques elsewhere on 
the body showed no change. The num- 
ber of treatments administered to the 
point of maximum therapeutic re- 
sponse ranged from 12 to 40. The 
UV-A exposure at that time ranged 
from 1.7 to 5.0 joules/sq cm per treat- 
ment, The usual UV-A dose at clear- 
ing and during maintenance therapy 
was between 3 and 4 joules/sq cm, and 
rarely exceeded 5.0 joules/sq em. 

Seven (50%) of the 14 patients with 
palmoplantar vesiculopustular derma- 
tosis demonstrated considerable im- 
provement within 17 to 33 treatments 
(Table 2). The UV-A dose attained at 
this time ranged from 2.0 to 3.4 
joules/sq em. All three patients with a 
clinical diagnosis of palmoplantar pus- 
tular psoriasis showed complete clear- 
ing of the palms and soles with topical 
PUVA therapy, but no improvement 
of untreated psoriatic plaques else- 
where on the body. During the clear- 
ing phase, vesiculopustules continued 
to develop, in six of the seven remain- 
ing patients, that could not be con- 
trolled with continued topical PUVA. 

Nine patients with psoriatic plaques 
on the elbows or dorsa of the hands 
received topical PUVA treatment to 
these areas as well. These lesions 
required fewer joules for both evi- 
dence of clinical phototoxicity and 
considerable therapeutic response. 


Follow-up 


When patients had achieved maxi- 
mum therapeutic response (no further 
improvement despite continued treat- 
ment or increase in UV-A dose), 
adjunctive topical therapy with an- 
thralin or tar was added to increase 
the efficacy of PUVA treatment in 
those with a partial response. Com- 
plete follow-up data on patients 
receiving maintenance therapy with 
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topical PUVA alone is therefore 
unavailable. Those patients who 
missed several maintenance treat- 
"ments or temporarily stopped PUVA 
treatment had an exacerbation of 
their palmoplantar lesions, in most 
instances. 

Five patients achieved complete 
clearing (18.5%). One patient with 
pfAque-type psoriasis received no 
maintenance therapy, and the condi- 
tion flared within two months. A sec- 
ond patient with plaque-type psoriasis 
became unavailable for follow-up. Of 
those with palmoplantar pustular pso- 
riasis, one patient remained clear of 
lesions for over one year after discon- 
tinuation of maintenance topical 
PUVA therapy, despite a flare of pso- 
riatic plaques elsewhere on the body, 
which necessitated treatment with 
oral PUVA. A second patient mani- 
fested recurrent pustular lesions with- 
in six weeks after discontinuing 
PUVA therapy on two occasions. The 
condition of the third patient with 
palmoplantar pustular psoriasis re- 
mained under fair to good control for 
nine months with biweekly mainte- 
nence PUVA therapy, although pus- 
tules recurred to a mild degree during 
this time. 


Side Effects 


Localized Hyperpigmentation.—Tan- 
ning occurred to some degree in 
almost all patients during therapy, 
although the tanning was less marked 
on the palms and soles than on adja- 
cent skin. 

Localized Pruritus.-Mild pruritus 
occurred in 12 of 28 patients for one or 
two days following treatment, and 
was at least partially relieved by fre- 
quent use of emollients or cool water 
soaks. Pruritus was not severe enough 
in any case to discontinue therapy. 

Erythema and Tenderness.— Mild ery- 
thema associated with a "burning" 
discomfort or tenderness was occa- 
sionally seen as a manifestation of the 
phototoxic response in eight patients. 
Decreasing the UV-A dose, smaller 
increments of UV-A exposure, or tem- 
porary shielding of the affected area 
were measures employed to eliminate 
this problem. All patients were given 
careful instructions regarding shield- 
ing of treated areas from subsequent 
inadvertent sunlight exposure. 

Blistering.—In eight patients, a few 
vesicles developed within or adjacent 
to treated areas. Therapy was reinsti- 
tuted at a lower UV-A dose. Two 
patients each had an episode of more 
severe blistering reactions in localized 
treated areas that may have been 
felated to subsequent inadvertent 
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Fig 2.—Top, Chronic scaling plaque-type psoriasis of palms, prior to topical therapy with 
psoralens plus long-wave ultraviolet light. Bottom, Considerable (3 + ) improvement, with 
decreased scaling and erythema, after 22 treatments (Table 1, patient 14). 


sunlight exposure. This was not a 
recurrent problem in either patient. 

Kóbners ^ Phenomenon.—Kóbner's 
phenomenon was occasionally mani- 
fested as an advancing margin of 
psoriasis. When this occurred, it was 
usually seen at the junction of the 
thicker palmar or plantar skin with 
the thinner nonvolar skin. This is con- 
sistent with the principle that differ- 
ent UV-A doses must be adminis- 
tered, depending on the degree of 
hyperkeratosis in topically treated 
sites. Zinc oxide paste may be applied 
to the margins of the lesions to pre- 
vent this problem. 


COMMENT 


A differential response to PUVA 
treatment of palmoplantar plaque- 
type psoriasis and palmoplantar vesic- 
ulopustular dermatosis might be ex- 
pected. These disorders are clinically 
characteristic, and are genetically dis- 
tinet entities on the basis of HLA 
typing, despite an increased associa- 
tion with psoriasis in the latter condi- 
tion.^ Indeed, half of the patients 
with palmoplantar vesiculopustulosis 
responded poorly to topical PUVA, 
with the continued development of 
pustules during the clearing phase, 
whereas all patients with chronic scal- 
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further increase in UVA dose either did not improve the therapeutic response, 


Table 2.—Therapeutic Response to Topical PUVA in Palmoplantar Vesiculo 


No. of Treatments/wk 
During Clearing Phase 





complete clearing. 


tLevel at time of maximum response. In patients with incom 


or was associated with side effects. 


ing palmoplantar psoriasis showed at 
least partial improvement. It may be 
of importance that of the three 
patients with palmoplantar vesiculo- 
pustulosis who achieved complete 
clearing, all had characteristic lesions 
of psoriasis elsewhere on the body and 
were considered to have palmoplantar 
pustular psoriasis. 

To promote optimum patient com- 
pliance, no attempt was made to con- 
trol the study by treating only one 
hand or one foot. Effective manage- 
ment of palmoplantar pustulosis by 
both topical and oral PUVA has been 
demonstrated previously in a con- 
trolled study. Furthermore, as 17 of 
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28 patients in our series had untreated 
psoriatic plaques elsewhere on the 
body that showed no change, a sponta- 
neous remission was unlikely to 
account for the improvement of pal- 
moplantar lesions after topical 
PUVA. 

In various studies of topical PUVA 
treatment for psoriasis, a variety of 
UV energy systems, some combining 
UV-A and UV-B exposure, have been 
employed." The present investiga- 
tion confirms the fact that UV-B 
exposure is not necessary for a suc- 
cessful therapeutic response to topical 
PUVA. All light exposures to the 
palms, soles, dorsa of hands, and 
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-wave ultraviolet energy (UV-A). 
mprovement; 3  , considerable improvement; and 4+, 


plete clearing, further increase in UV-A dose either did not improve the therapeutic response, 


elbows were administered through a 
glass plate effectively eliminating the 
UV-B component. Although the effi- 
cacy of topical PUVA might be 
increased by adding UV-B exposure, 
acute and long-term side effects 
might also be potentiated. 

Topical psoralen treatment does not 
eliminate the possibility of systemic 
effect via absorption of the drug after 
applieation to a large extent of the 
body surface, as with bathing, for 
example. However, when only a small 
area of the body is treated, as in 
disabling palmoplantar psoriasis, sys- 
temie absorption is minimal, substan- 
tially reducing the risks of cataract 
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formation in the dens of the eye, and 
of aging and carcinogenesis in unin- 
volved untreated skin. The relative 
‘gisk of cutaneous carcinogenesis in 
areas treated with topical PUVA com- 
pared with oral PUVA is not known. 

Animal studies suggest that photoac- 
tivated psoralen administered topical- 
ly has a more potent carcinogenie 
eet than when it is given orally or 
intraperitoneally.* The palms and 
soles are unusual sites for cutaneous 
epithelial malignancies. Furthermore, 












the extent to which. skin cancer and . 


actinie keratoses develop within pso- 
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may be relatively well protected d 
to the high cellular EE f 
resulting in the e of PUV 


induced | foci of "epidermal dystro- 
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phy. 
As the PUVA trea 
.. acute side effects were present 
within or adjacent. to the. „topical 
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eally is found i in relatively higher 
centrations in the epidermis than 
ralen given systemically. The 
UV-A dose Ww erefor admin 
__ tered at one. 
` usual dose foi 
quent small ine 
sure. Despite this eonservative ap- 
proach, minor blistering reactions 
appeared to be more common than 
ral PUVA therapy. Evidence of 
|y. would often appear ad- 
jacent to treated areas on the lateral 
aspeets of the hands and feet, perhaps 
due to inadvertent spread of methox- 
salen onto previously untreated skin. 
This reaction eould be avoided by the 
use of zinc oxide paste to prevent light 
exposure to adjacent uninvolved ar- 
eas. Although topical PUVA therapy 
was temporarily interrupted after 
minor blistering reactions or moder- 
ate erythema, in no case was it neces- 
sary to terminate PUVA because of a 
;severe phototoxic effect, Pruritus was 
too the most frequent complaint, and 
appeared to be related to. both fre- 
quency of treatments and UV-A 
dose. 

The mechanism of action of PUVA 
on psoriasis has been thought to be 
related to the intercalation of methox- 

"salen with DNA and to subsequent 
interference with mitosis. As. PUVA 
therapy is effeetive in other derma- 
toses that are not characterized by a 
high turnover of cells (eg, vitiligo, 
eczema, and mycosis fungoides), addi- 
tional mechanisms, including effects 
on the immune system, may be opera- 
tive? Mizuno et al? found that psoral- 
en phototherapy inhibited the chemo- 
pactic activity of psoriasis leukotactic 
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tory effect may occur via inactivation 
of immune complexes in the horny 
layer due to psoralen photoaddition, or 
via direct suppression of migration of 
polymorphonuclear leukocytes by a 
photoproduct of methoxsalen. In 56 
patients treated with oral PUVA, 
Dahl and co-workers observed a sub- 
stantial decrease in the percentage of 
neutrophils during the first week of 
PUVA therapy, further suggesting 
hat the side effect of PUVA in pso- 
is might be due to a decrease in 








Langner and. Christophers” foun 


that PUVA treatment notably inhib- 
ited the chemotactic activity of iso- 
d human polymorphonuclear len- 


kocyte is inhibiting effect. wa 
shown with high-dose. UV-A, bu 
ie. In 


ingly, ‘the suppression 
hemotaxis was only partial, a 


` was suggested that this might | 


lated to pustular flares in n 
uring treatment.” 
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response to topical PUVA for pso ria- 
sis on the palms and soles than 
other parts of the body. This might be 
explained by decreased UV-A pen 

tration through the thick stratum cor- 
neum of the palms and soles, and 
underscores the importance of kerato- 
lyties as adjunctive therapy. Nev- 
ertheless, even moderate improve- 
ment of palmoplantar psoriasis and 
palmoplantar vesiculopustular derma- 
tosis may represent a notable achieve- 
ment in conditions notoriously resis- 
tant to multiple forms of conventional 


topical therapy. Whether or not the ` 


efficacy of topical PUVA for palmo- 
plantar psoriasis can be increased 
with specific antipsoriatic adjunctive 
therapy, such as tar and anthralin, is 
presently being investigated. 


Nonproprietary Name and 
Trademarks of Drug 


Methoxsalen—-8-MOP, Oxsoralen. 
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;; * Localized brown to blue-black discol- 
‘ration of the skin occurred in three 
_patients receiving long-term minocycline 
hydrochloride therapy. Abundant perivas- 
_ cular pigmented material was present at 
all levels of the dermis below the upper 
papillary portion. Histochemical. studies 
demonstrated reactivity with the Prussian 
ue stain and the Fontana-Masson silver 
hnique. The granules were brightly 
‘actile by dark-field illumination. Ul- 
f structurally, there were membrane- 
bound dense intracellular inclusions dif- 
ring from melanin and iron but 








glands et minocycline-primed: laboratory 
nimals. The abnormal pigment most like- 


Areh Dermatol 116:1262-1265, 1980) 


B mentation of ihe skin may 
. result from a variety of chemicals 
nistered for systemic effect. Of- 
, the melanin-producing. system is 
olved; such substances as arsenic, 
ron, cytotoxic drugs,'-* oral anovula- 
ry agents, hydantoin derivatives,’ 
nd corticotropin. may directly in- 
fluence melanin formation. Certain 
edications indirectly lead to melanin 
pigmentation by fixed and phototoxic 
drug reactions. 
< There are other substances that pro- 
duce direct cutaneous discoloration 
after intake for systemic effect. These 
include beta carotene, lyeopene,* gold, 
bismuth," silver, pierie acid,” tet- 
rylh" — trinitrotoluene,"  santonin," 
acriflavine hydrochloride,” dinitro- 
phenol, Evans blue dye, quinacrine 
hydrochloride, chloroquine -. phos- 
phate,” hydroxychloroquine sulfate, 
chlorpromazine, i and” clofazi- 
mine. 15,16 

Recently, we have examined three 
patients who had brown to blue-black 
pigmentation of the legs in the 
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those known to occur in the thyroid. fie 


represents a metabolic derivative ot. 


‘absence of any recognized causal fac- 





_ Skin Pigmentation Secondary 
to Minocycline Therapy 


John D. MeGrae, Jr, MD, Alvin S. Zelickson, MD 


tors. Each had received minocycline 
hydrochloride for a considerable peri- 
od. We investigated the nature of the 
pigmentation in these patients by 
light and electron microscopy. 


REPORT OF CASES 


Case 1.—A 51-year-old man was initially 
treated in November 1975 for acne rosacea, 
acne vulgaris of the arms, and hidradenitis 
suppurativa of the medial part of the but- 
tocks and the serotum. The patient noted 
dark discoloration of the anterior part of 
the legs after 11 months of minocycline 
hydrochloride therapy (total dose, 63.2 g). 
There was no history of eruptions or trau- 
mà in the involved areas. 

History revealed no. diabetes mellitus, 


‘Substantial sun exposure, bleeding abnor- 
‘malities, or exposure to toxins or heavy 


metals. The patient had not used any.other 
medications recently; He had taken quina- 
crine: hydrochloride for one week in 1945. 
During the past two years, symmetric, 
slight, nonpitting swelling of the legs and 
ankles had occurred when the patient was 
in the upright position for prolonged peri- 
ods. 

On physical examination, bluish-black 
patchy discoloration of the anterior aspect 
of the legs was apparent (Fig 1). Physical 
findings were otherwise unremarkable. 
Results of complete blood count, urinalysis, 
and blood chemistry profile were normal, A 
minimal decrease in the degree of pigmen- 


tation was discernible three months after... 


cessation of minocycline therapy in May 
1977. A decided diminution of the discolor- 
ation was apparent 18 months later. 

Case 2.—A 30-year-old man had been in 
otherwise good health when his condition 
was evaluated for facial acne in May 1974. 
He commenced daily minocycline therapy 
in April 1976. Eleven months later, when 
approximately 47.8 g of minocycline 
hydrochloride had been ingested, he noted 
the occurrence of asymptomatic brown 
macules over the anterior surfaces of his 
legs. There had been no swelling of the legs 
and ankles. He had taken no other systemic 


medication. 


On examination, discrete and coalescent 
brown macules were noted over the anteri- 
or aspects of the legs: 

Twenty-two months after minocyeline 


-therapy had been discontinued, the lesions 


were still readily apparent... 

Case 3. In October 1975, a 31-year-old 
man was treated with minocycline. for 
moderately severe. acne. vulgaris of the 
upper part of his trunk. Aside from 11- and 
35-day trials of an alternate-day schedule, 
daily administration of 100 mg was main- 








tained until September 1978. He consumed 
approximately 103.6 g during the 35-month 


Span. Well-defined, faintly pigmented 
patches were noted on the lower, anterior* 
part of the legs in June 1978. The degree of 
pigmentation did not intensify during the 
summer but seemingly diminished in con- 
trast to his obvious suntan. The patient's 
general health had been good. Mild hyper- 
tension was discovered when he was 29 
years old for which hydrochlorothiazffle 
had been prescribed. There was no history 
of varicosities, dependent edema, or pre- 
ceding skin eruptions and no known expo- 
sure to toxins or other medications. Exam- 
ination showed: dark-gray oval patches on 
the anterior aspects of the legs. The pig- 
ment was particularly. prominent in the 
scarred sites of old abrasions that were 
accordingly well defined. 

‘Light Microscopic Examination.— Results 
from each of the three cases were identical 
aside from a variation in the amount of 
pigment, noted histologically, that corre- 
lated with the intensity of pigmentation 
manifested clinically. An abundance of 
brown-black pigmentation was apparent in 
hematoxylin-eosin (HE)-stained. sections 
at all levels of the dermis included in the 
biopsy (Fig 2). The granules were most 
prominent below: the level of the upper 
papillary dermis and were particularly con- 
centrated . in perivascular : mononuclear 
cells, which were considered increased in 
number. Otherwise, an accumulation of 
inflammatory: cells. was not evi ; 
pigment was distributed in | 

aggregates of various: particle sizes and 
numbers (Fig 3). Diminution in the intensi- 
ty of pigmentation did not occur. after 
peroxide bleaching. Perls' test: fo 
(ferric) was positive. The Fon 
silver method revealed reduction of the 
silver solution with deposition in the pig-. 









ment granules. The pigment did not stain. 
with oil red O and acid-fast stains, which '. 
have a. selective affinity for lipofusceins. - 
Birefringence was absent with polarizing — 


light microscopy, The HE-stained sections 


did not manifest fluorescence when illumi«: 








nated by a light source (Osram HBO 200. 


w/4) with a 4-mm exciter filter (BG 3) and. 


barrier filter (Zeiss 41). Dark-field exami- 
nation of HE-stained sections from these 
patients evoked bright refractiveness. For 
comparison, hemosiderin ^ was similarly 
marked as a focal source of brilliant light in 
an: HE-stained. seetion from a control 


patient with purpura simplex. Further, 


subepidermal melanin. accumulations also 


were brightly highlighted in HE-stained ` 


sections from iwo patients with melanin 
incontinence secondary.to inflammatory 
skin. disease. These. findings contrasted 
with. the. failure of hemosiderin*" and 
melanin” to show dark-field refractiveness 
in earlier studies, .. 

Electron. Microscopic. Examination.—Tis- 
sue samples from each of the three patients 


‘were. fixed. and. processed in a routine 
< manner and examined with an electron 
“microscope. The findings were identical. 


The epidermis was separated from the 
dermis by an intact basal lamina, Keratin- 
ocytes, melanocytes, and Langerhang 
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Fig 1.—Coalescent, irregularly marginated 

blue-black pigmentation of anterior part of 

legs. Papulonodules were considered der- 
. Miatofibromas clinically (case 1). 


cells were present and were essentially 
normal. Melanosomes of the Caucasian va- 
riety were noted in the lower parts of the 
epidermis. Most of those seen were present 
in the keratinocytes and were in com- 
plexes. The basie pathology was noted 
throughout the dermis and comprised 
masses of electron-dense particles located 
within macrophages (Fig 4). Many were 
limited by unit membranes while others 
appeared to be free within the cytoplasm. 
The material was finely particulate, but in 
places formed larger clumps or masses. It 
was abundant and easily located. None of 
the dense material was present in the 
extracellular spaces or in the epidermis. 
. There was no resemblance between the 
particulate matter and melanosomes. Fur- 
thermore, in no instance was there an 
association of the material with melano- 
somes. There were no free or intracellular 
melanosomes noted in the dermis. The 
blood vessels were within normal limits; 
there were no signs of extravascular leak- 
age of RBCs or WBCs. 


COMMENT 


Although pigmentation of the skin 
in association with minocycline thera- 
py is uncommon, precedent for such a 
relationship is known. Hyperpig- 
mented macules on the legs of a 
patient were noted by Velasco et al'* 
in a clinical study of minocycline ther- 
apy for venereal disease with a treat- 
ment period measured in days. That 
the macules resolved during continua- 
tion of the therapeutic course war- 
ranted no more than brief comment. 
Cullen and Cohan," in their report on 
minocycline treatment of acne vulgar- 
is, referred to the occurrence of “mi- 
nor macular pigmentation” of the 
forehead in one patient who neverthe- 
less carried on with treatment. Blue- 
black discoloration of the ala nasi was 
noted in a case report? describing a 
black thyroid gland after a year of 
minocycline treatment. Awareness of 
the possible relationship between 
minocycline ingestion and pigmenta- 
ry skin changes would probably result 
in the recognition of additional exam- 
ples. An instance of pigmentation of 
the legs, corroborated by consistent 
histopathologic findings, was identi- 
fied among case presentations at a 
recent dermatologic society meeting.?! 
The 18-year-old woman had been 
receiving minocycline therapy for 


Fig 2.—Perivascular aggregates of pig- 

ment in upper, middle, and lower parts of 

dermis, with accumulation of mononuclear | 

cells. Narrow subepidermal zone is spared 
" (case 1) (hematoxylin-eosin, x50). 
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"am 





Fig 3.—Predominant, if not exclusive, intracellular location of pigment is suggested (case 


1) (hematoxylin-eosin, x 450). 


acne. Likewise, a recent report? 
described facial pigmentation at the 
sites of acne scarring in a 23-year-old 
woman. Light and electron microscop- 
ie changes were depicted that closely 
resembled those resulting from mino- 
cycline. The protocol noted that mino- 
cycline had been utilized in therapy. 
Subsequent information revealed that 
200 mg/day had been taken for a year 
(The Schoch Letter, April 1979). Kelly 
and Kanegis? observed that when 
minocycline is exposed to oxygen in 
an alkaline medium in vitro, it is 
converted to a black pigment. This 
observation may explain the develop- 
ment of cutaneous pigmentation in 
some patients taking minocycline. 

As a tetracycline derivative, a pho- 
tosensitization source of residual post- 
inflammatory pigmentation might 
also be suspected. However, photosen- 
sitization reactions from minocycline 
have not been reported, nor have they 
been demonstrated in provocative 
experiments,” 

Karly investigations of minocycline 





Fig 4.—Membrane-limited groups of dense particles are present within dermal 
macrophages. There are no melanosomes (bar indicates 1 um) ( x 16,100). « 
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of: 


in laboratory animals demonstrated a 
brown-black discoloration in the thy- 
„roid glands of rats, dogs, and monkeys 
but not of mice.” Histologic study 
showed a dark, dust-like pigment in 
the follicular epithelium. Histochemi- 
cal definition of the pigment was 
"without specific characterization; a 

~ positive staining for lipofuscins (Nile 
Mue stain and Schmorl’s procedure) 
presumably reflected lysosomal activi- 

ty. The ferrous iron and methenamine 
silver methods for the detection of 
melanins yielded negative results, 
whereas exposure to hydrogen perox- 
ide resulted in bleaching. The Turn- 
bull blue reaction for ferrous iron was 
negative. No fluorescence was demon- 

. strated. Electron. mieroscopie observa- 
+ tions indicated t 





formed within the membrane-bound’ 
, intraepithelial colloid droplets. There 





“was no apparent diminution in the 
amount of pigment present one year 







administered, 
Pigmentation o 
ing minoeyelin 


i 





cases reported here i is 





de Greenwald due Fluorouracil. JAMA 





` Cutaneous toxicity of. bleomycin therapy Areh 


rmatol 107; TM I 









zař NS, Bercowsky A, Lara G: Eis 


ricultura: Pediatr 32:201, 1969. 

:6 Orr LE, McKernan JF: Pigmentation with 

d doxorubicin therapy. A r Dermatol He20, 
1980. ; 





CT Kuske H, Krebs: At Hyperpigmentieringen 


vom Typus des Chloasmas Nach Behandlung mit 


Hydäntoin-preparaten: Dermatologica 129: 12. 


129, Y 


8. Kroger M: Lycopenemia: JAMA 224:1424,. 


1918. 
9. Montgomery H: A discoloration of the skin 


and mucous membranes resembling argyria, fol - 


lowing the use of bismuth and silver arsphena- 
mine: Report of three cases. with microscopic 
examination, including speetrographie and chem- 
ical analyses of the tissues, discussion. Arch 
Dermatol Syphilol 23:285, 1931. 

10. Lueth HC, Sutton DC, MeMullen CJ, et al: 
y Generalized discoloration of skin resembling 





stances with the Beeker-Gregersen** 


:.ehlorpromazine-induced pigmentation 


our study support the contention that 


Maining with Prussian . 


à cielofosfamida. en el tratamiento del sin- ` 
rome nefrotieo idiopatico, Arch Venezolanos | 


: developing during treatment of leprosy. with 


‘it the. treatment of pyoderma gangrenosum: 














































































did not resemble melanin. The group- 
ing of particles was morphologically 
similar to the particulate matter iden- 
tified by Benitz et al^ in the thyro 
glands of laboratory animals to which 
minocycline had been administere 
The material we have described is also 
morphologically. identical to that 
found in the patient of Basler and. 
Kohnen”; they. described localized 
hemosiderosis as a sequela of acne. In 


ver, which results from the Fontana- 
Masson method, is nonspecific, indi- 
eating a reducing substance such as 
melanin, lipofuscin, or argentaffin 
granules. Iron may also give a stain- 
ing reaction with this technique (Lee 
G. Luna, verbal communication, Janu- 
ary 1979). 

An analogous situation prevailed in 
the study of skin pigmentation aris- 
ing from the use of antimalarial 
drugs." Histochemical appraisal 
yielded positive staining for iron with 
Perls’ test and for reducing sub- 


modification of the Fontana-Masson 
silver method. These methods hardly. . 
qualify as compelling items of confir- 
mation. 
Similarly, the investigations into 


lacked specific definition by light 
microscope methods.'*" That perox- 
idé bleaching and positive Fontana- 
Masson silver reduction are seen with 
melanin did not settle the issue. 
Use of the electron microscope adds 
an informative dimension to the ques- 
tions at hand.» With this modality, 
Zelickson?" was able to determine that 
the pigment found secondary to chlor- 
promazine use was distinet from 
melanin. 
The electron microscopic findings in 
Chlorpromaz 
Thorazine. 
Corticotropin— Act 
Minocycline hydroct 
trin. 


minocycline is responsible for the 
eutaneous pigmentation. The cellular 
location and ultrastructural appear- 
ance of the dense particulate matter 
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Nhe first studies f tr sophia 
date back to Plato.' I munologi- 
factors in 'dermatoph osis were 

ted by Blo 
in 1932, using the tech- 
nique of. exper ental ermatophyte 
nfection Wi 






















i vpomensitivity t trichophytin. 
In a certain number of patients 
UM dermatophyte infection, an im- 
mediate Wheal. reaction to injected 
richophytin is observed, sometimes 
followed by a delayed reaction.** With 
the Prausnitz-Küstner technique, this 
mmediate reaction may be passively 
ransterred by means of serum.‘ The 
iedinte reaction: is observed more 


m n atopic patients.’ 
onic | dethiatophyiecs and atopy 
are often associated in the same 


 matophytosis seem to have a relative- 
dy specific immunological defect re- 
flected in delayed hypersensitivity- 
reactions to tricho 
experimental model with T Meng 
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Lack of Delaye 


© Five patients with. stopy wno |n | 
ironic dermatophylosis. manifested an 
immediate and strong trichophytin skin 
reaction but no delayed reaction. This 

phenomenon may be caused by the neu- 
biu by serum ui 





patient." Patients. with chronic der- | 
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1 Reaction 


phates: it sand. easier to infect sub- 


_ jects who had an immediate reaction 
to trichophytin with or without a 
-delayed reaction.” 


In this study, we observed five 


"young patients with atopy. who had 
f r eironig dermatophytosis: who mani- 
: fested a strong immediate wheal reac- - 


tion (more than 40 mm in diameter) to 
intradermal trichophytin. This reac- 


tion, present ten to 20 minutes after. 
injection, gradually disappeared with- 


in:‘two hours. No delayed reaction was 
observed from 24 hours to several days 
later. It is our hypothesis that, in the 
presence of these strong immediate 
reactions, insufficient —trichophytin 
antigen remained locally to elicit a 


delayed reaction. However, a second . 
trichophytin injection into the wheal. | 
that was caused by the first: injection de 
immune - 


induced a cell-mediated 
(CMD) response. 


REPORT OF CASES 


We investigated five patients with. an D 
atopie history who had suffered for years us 


Patient No./Age, 
yr/Sex 
1/37/M 









Tinea cruris and : 

tinea pedis 
Tinea pedis 
Tinea pedis 
Tinea pedis 









2/25/M 












4/24/F 
5/16/M 


hytin^" In an. = 


E 

/nesium sulfate, 9. lg; monobas i | 
phosphate, 3.0 g; ferrous sulfate, 0.1. g 
pyrene sulfate, 0:01 g; copper sulfate, 
0.01 g¢ dry 





Table 1 Features of Patients. 


Dermatophytosis_ : 





Tinea pedis and: lesions ae 
on anterior part of jegs 


*One pus i indicates presence of t tungal filaments. 7 : 7 


in Presence of Cell-Mediated Immunity > 
in Trichophytin Hypersensitivity 


from: chronic A (tinea pedis 





or tinea’ cruris). All patients had resisted 
different forms of local treatment, and all 
had a family history of atopy (Tables 1 
and 2), 

At the time of exa ination, only patient 
4.was suffering from atopic dermatitis, but 





patients 1, 2, and 8 had personal histories 


of asthma, rhinitis, and. dermatitis. The 


last patient, patient 5, had never had any 


atopic symptoms but did have an atopic 
family history. 


MATERIALS AND METHODS 
Trichophytin Preparation 


Trichophytin: vas. prepared following the 
ique of Jadassohn et al.’ The culture 
















mol ules (eg, eptone 





iat weights calculated in 









i ^ Microscopic. 
"Examination* 














CT rubrum 





Vo ME. 
Units/mLt 


Asthma, x T 


77 4/247F Dermatitis. 
. 5/16/M Dermatitis, 
; rhinitis 
*One plus indicates moderate reaction. 
TNormal, less than 200 units/mL. ' 





- dermatitis 





d. d “small synthetic | 
id the presence of foreign i 





E 












- ture was T quinckeanum. After 16 weeks’ 
ineubation at 24 °C, the fungus culture 
medium was filtered. The filtrate was con- 
centrated tenfold at 30 ?C (low-pressure 
evaporation) and then poured drop by drop 
with agitation into ten volumes of methyl 
alcohol. The cloudy liquid was centrifuged 
(5,000 g) for 15 minutes. The supernatant 
fluid was. discarded, and the precipitate 
v - dissolved into one volume of distilled water 
_ and poured again, as before, into ten vol- 
-umes of methyl alcohol. After centrifuga- 
Hon, the precipitate was dried at low pres- 
sure. The powder obtained (dry trichophy- 
tin) was aseptically: diluted. (0.295) in 
physiologic saline (with 0.2% phenol), and 
this preparation was then used to perform 
the intradermal tests; 

















Intradermal Test. 


The trichophytin. solution: was injected 
intradermally (0.1 mL) into the forearm. 
Twenty minutes later, all patients dis- 
-played wheals large 
' eterat the test sites. These wheals gradual- 
ly disappeared after several hours. At 24, ; oe 
48, and 72 hours, and at five days, further 20 Minutes 
skin reactions were not noted. These tests oru 
^ were repeated in all patients. Twenty min- Immediate React 
utes after the trichophytin injection, when Domus 
the reaction was strong: (greater than 40 


ley grew from a “eulture in 
| on TC-199 pes P ne 





P (PHA) 2% in saline con- .. |: 
ag/ 10) cells, hier fon n ü No Delayed Reaction 






ys 
dioxide in air "imasphers, tritiated thy- 
,midine (1.0 uCi/10°) was added. Cells were 
_» harvested with the aid ofa semiautomatic 
cell harvester, a 






Patient No./ Reaction 20 min 
Age, yr/Sex After First Injection 


Ceding. sites on 
anti-IgE. This. competitive ‘capacit 


rations of known. concen ation; After Wo ea 
hours’ incubation. of the: patient's serum, utes after the first. injection, we 
observed that, in all patients, the si 
= of the wheal increased no- more tha 
to 3mm- 20 minutes after triehophytin itr n: 
reinjection. Delayed reactions were] e immediate reactions in al 
positive after 24 and 48 hours, reach- . five. patients. (Table 2). ; 
normal mean value was 200 units/mL. ing 25 to 40 mm in diameter (Table 3) The in vitro lymphocyte respons 
In four patients we observed a vesicu- ^to PHA and concanavalin. A were 
RESULTS lar erythematous reaction that was normal in all subjects, The stimulators 
When we injected a second dose of pruritic. During the following days, ^ capacity of trichophytin antigen (ly 
r &richophytin into the wheal, 20 min- this eezematous reaction increased in — . phoeytic transformation test) was ele- 


unbound IgE remaining in the super i 
fluid was removed; the sedimented parti- 
cles were washed and the radioactivity 
bound to the ion exchanger particles mea- 
sured in a liquid scintillation counter. The: 
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Fig 2.—Delayed eczematous reaction after trichophytin reinjection. 


vated only in patient 1. Serum IgE 
values were at the upper limit of 
normal (case 1) or were increased in 
three subjects (cases 2, 3, and 4) (Ta- 
ble 2). 


COMMENT 


Atopy could have had an influence 
on the CMI response in our pa- 
tients." All of our patients had an 
atopic background and positive reac- 
tions to dust antigen, although only 
one (patient 4) had atopic symptoms 
at the time of the study. The IgE 
levels were elevated in only three 
cases. 

We have hypothesized that our 
patients who had a strong immediate 
triehophytin reaction and no subse- 
quent delayed reaction demonstrated 
in vivo antigen neutralization by 
serum antibodies, as described by Kull 
et al" in 1951. Perhaps not enough 
antigen remained in the skin? to 
induce a delayed reaction, since it is 
known that 100 times more antigen is 
needed to provoke a delayed reaction 
than an immediate reaction. In the 
studies of Marcussen’ the effect of an 
immediate reaction, passively trans- 
ferred, was shown to block or reduce 
the delayed reaction in subjects hav- 
ing had only a delayed reaction to 
trichophytin previously. For these 
reasons, we injected a second dose of 
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trichophytin 20 minutes later into the 
site of the wheal of the first tricho- 
phytin injection. We then observed a 
strong delayed reaction in our five 
subjects. Usually the reaction was 
eczematous and long lasting; this may 
be a "retarded-type reaction" as 
described by Wood and  Cruick- 
shank.' 

Although only one of five patients 
showed in vitro lymphocyte transfor- 
mation from trichophytin stimulation, 
similar negative findings have been 
described previously in some patients 
with delayed reactions to trichophy- 
tin. The importance of this negative 
finding in four of our patients is diffi- 
cult to evaluate, however, since the in 
vitro lymphocyte transformation 
studies were done in another laborato- 
ry with a different trichophytin prep- 
aration. 

In support of the antigen neutral- 
ization hypothesis was the observa- 
tion that in one subject (patient 1), 
whom we observed for six months and 
treated intensively with local therapy 
and oral griseofulvin, another tricho- 
phytin skin test after complete heal- 
ing induced both immediate and 
delayed reactions. A possible explana- 
tion for this observation is that the 
serum antibody level was lower than it 
was when the lesions were present. 

If a strong immediate reaction is 
present, then it is not possible to 





have a delayed reaction. Our five 
patients with atopy who had chronie 
dermatophytosis, who had a strong 
immediate reaction that was not fol- 
lowed by a delayed reaction, were 
difficult to treat, perhaps because 
they were unable to mount an ade- 
quate CMI inflammatory response 
against fungal infection. 


æ 

Jean-Pierre Girard, MD, performed the lym- 

phocyte transformation studies and the IgE mea- 
surement. 
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Lack of Delayed Reaction—Hunziker & Brun 
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longewave ultraviolet (UV) (UV-À) is 
radiation (820 to 400 nm). In addition ^. 


to methoxsalen, a known potent. pho- 


;.totoxie agent, many patients treated 


with PUVA simultaneously take à 
variety of photoactive medications, 
including phenothiazine, sulfonamide- 


“based diuretics, and antibiotics such ~ 
.. a8 tetracycline. These drugs can cause 


phototoxie and photoallergic reactions 


‘in some patients. In chemical photo- 
. toxicity, skin reactivity to UV or visi- 


ble light energy increases." In chemi- 
cal photoallergy, the chemical and UV 


^or visible light energy interact’ to 


produce an antigen that stimulates an 


-immunologic response manifested as 


photosensitivity. The action spectrum 


"for many of these agents includes the 


UV-A radiation used in PUVA treat- 


"ment 


A recently published status report 


^on PUVA therapy for psoriasis called 
«for special caution in the treatment of 


patients receiving concomitant thera- 
py with potentially photosensitizing 
medications,’ Prompted by these con- 


‘cerns and by observations of acute 
_phototoxicity in. patients who use 


rtotoxic reactions. and problems 


venience that 
patients, 

patients 

patients: (4 

older patients wi 
poor ‘health: (Ut 
health," "older". 
patients who: rated 
excellent health. ye 


patient about use of ph 
during the. previous. fou 
drugs included. sulfonamide 
pron hatte i ones ne, ¢ 


th chronic erythema or UV-induced oh 


(independent of their: mecha- 


of action) in a population of per w 


atients with psoriasis who were 
eing treated with PUVA. 


METHODS 


x. Since 1975, a 16-center cooperative clini- 
cal trial has monitored patients receiving 
photochemotherapy for psoriasis. For this 


motherapy. Data collec: 
tion forms provided information about the 


. ineidenee of erythema, based on a physical 


examination before each treatment. Er 
thema was described according to exten 


: (localized; diffuse, or diffuse with area: 


accentuation) and severity (faint pin 
minimal, notably red with no edema, fie 
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Exposed 
Before entry only 
Before follow-up only 
Before entry and follow-up: 
Total 

Not exposed 


ved with edema, í or + fiery red with edema or 
blistering). 


ere asked about medications. taken dur- 
g the two weeks before the interview and 
with burns related to 
.PUVA treatment: Patients graded the se- 
verity of the problems (minor, moderate, or 
ajor) and stated whether or not burns 
related to treatment had been a reason for 
iscontinuing PUVA. treatments for at 








sane thei I patient status as from poor 
































itidhed. E Melski € et al 
& data about. patient 
u otoactive drugs. men- 
oned for both the four-week period before 
itiation of PUVA therapy and for the 
wo weeks before the follow-up interview. 
nless otherwise specified, patients ex- 
posed to these compounds during either or 
h periods were considered to be users in 
l analyses, whereas patients not exposed 
in either period. were considered. to be 


To determine. the’ possible phototoxic 
effects of photoactive drugs used in con- 
junction with PUVA treatment, we caleu- 
lated the relative incidence rate of such 
reactions among users and nonusers. The 
‘relative. incidence rate in. a prospective 
study is the ratio of the incidence of an 
event among those exposed, to the inci- 
dence of the. event ‘among: those not 
exposed, A.relative rate greater than one 
indicates that the event occurs . with 
greater frequency in thé exposed than in 


uring the initial phase of PUVA therapy. 
he follow-up questionnaire, in. which 
patients rated the extent to which burns 
had been a problem 
recognize patients Wi 





least one month beeause of problems with 


the number of patients whose discontin- 
uance of treatment (because of problems 





39 41 80 
14 35 49 
15 88 103 
68 164 232 


*Excludes 14 patients in poor health, o0 


At the follow-up ‘interview, patients - 


least one month. Patients were also asked . 


the nonexposed persons. Information from: 
the data forms was used to calculate the 
relative rate at which erythema developed . 


"them, was used to. tota 
had problems with ^. regi 
"burns during the entire study period. From — 320; ; 
‘these data, we determined the relative rate ` 

of discontinuing PUVA treatment for at 


burns for users and nonusers in both age- 


groups. Based on the rate of problems with 
‘burns among nonusers, we also estimated - 
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Distribution of Patients by Age and Exposure 
to Photoactive Medications 






Age, yr 
z= 45* 




















with burns) could be attributed to exposure 
to photoactive drugs. In epidemiology, this 
number is known as the attributable 
risk." 

In addition, we compared the. health 
characteristics. of users and ‘nonusers. 
Ninety-five percent confidence: intervals 
for all analyses were calculated using the 
Mantel-Haenszel x* method. 


RESULTS 
Photoactive Drug Use 


Of the 1,125 patients studied, 232. 


(21%) used photoactive medications 
immediately before one or both of the 
two interview. Of these, 103 indi- 
cated use at the time of both inter- 
views. This group was composed prin- 
cipally of 81 patients who took diuret- 
ies for hypertension. In some centers, 
use of the photoactive drugs noted on 
the initial questionnaire were routine- 
ly discontinued before the initiation 
of PUVA therapy. 


Acute Reactions 


During the initial treatment period, 
some erythema was reported after at 
least one treatment for the majority 


of study patients and was notable in. 
166 (15%). We detected no significant. 


relationship (P > .1) between the inci- 
dence of diffuse or moderate to severe 
erythema and the use. of photoactive 
medications as recorded at entry into 
the study, nor between use of such 


drugs. and missed PUVA treatments 
:eaused by erythema during the clear-. 
Ang phase of treatment. When users of o ooo 
photoactive drugs at entry into the — > 
study were compared with. nonusers, s 
is there | was no P deed difference i in. 
: per s treated with PUVA because the 
Uem action spectrum for many photoactive 





Long-term. Reactions 


. Follow-up. ‘studies showed that of 
579 patients 45 years of age or older, - 
86 (6%) discontinued PUVA therapy 
for at least one' month because of 
problems with. burns. We found no 


‘flared. Among the 19. old. 
“who discontinued PUV 





significant difference in the incidence 
of minor or moderate problems with 
burns for users and nonusers (P > 2)., 
However, there was a higher rate of 
discontinuation of PUVA treatment 
for at least one month because of 
sufficiently severe problems with 
burns in patients who reported using 
photoactive medications at either i in- 
terview. When we considered younger 
and older patients separately, no . 
yoünger users. discontinued. PUVA 
therapy permanently owing to prob- 
lems with burns. Seventeen (10%) of 
164 older users discontinued PUVA 
therapy for at least one month owing 
to problems with burns, compared 
with 19 (5%) of 415 nonusers. This 
represents a significantly higher rate 
of discontinuation of PUVA therapy ' 
for users than nonusers (relative rate, 
2.3; 95% confidence interval, 1.2 to 4.4). 


sf 





Two of eight older users in poor health 


stopped PUVA treatments because of 
problems with burns, whereas none of 


< the six older nonusers in poor health 


did. 
Based on n the rate o problems with : 
burns among nonusers, we estimate 
that seven of 17 older users discontin- : 
ued PUVA. treatments be 
problems with burn 
photoactive | medi. 
maining ten patients, \ ibute 
their temporary ‘isesatinuance” of 4 
PUVA therapy. to their use of pho- 
toactive drugs. 
Even among: pati 
therapy for at least 
lems with burns ofte 
ly resolved to permi 
treatment. Seven 


















nee to resume it if their 


atleast one month be 





six (82%) indicated current or planned 


use of this therapy. Only 28 patients, 4 
or 20% of all older patients who per- Tm 
manently discontinued PUVA treat- 
ment, listed burns as a prineipal rea- 


x son for terminating. its use. ^ 


COMMENT 


^ Phiotoactive medications : represent 
a potential — problem in patients 






includes the wavelength 
d in this therapy. A review 


of the information from the initial 


study period, however, indicated no sg 
significant increase in the incidence 4 


of acute erythema among patients 


taking photoactive drugs. This assess- 
ment was based on technician examK, < 


ae xic Reactions~Stern etal (^ 












nation of patients before treatments 
during the clearing phase, the period 
of most frequent PUVA treatment. In 
addition, users and nonusers had a 
similar number of problems with ery- 
thema. The problems were not suffi- 
ciently severe to cause termination of 
therapy during this initial period of 
Ü intensive treatment. 

‘The lack of an important relation- 
‘ship may be owing to a low sensitivity 
to photoactive’ medications in the 
study population. A second explana- 
tion could be that for patients receiv- 
ing a uniform. dose of such drugs, 
physicians reduce the dose of UV radi- 
ation to compensate for the photoac- 
tive effects, and thus an acceptable 
level of erythema is achieved. Howev- 
er; as mentioned earlier, at. clearing 

there was no significant difference in 








the total UV-A dose (in joules per 
5 eubie centimeter) for users and nonus- 


; ers, 
Since we only reported exposure to 


A photoactive agents at entry. to the 


study and at follow-up study, some 
patients may have been misclassified. 
However, when the user group was 
restricted to patients who used pho- 
/ toactive drugs at both interviews, our 
results remained consistent. 

On the basis of our data, it is not 
: ¿possible to be sure whether photoac- 
ity or burns sufficiently severe to 
se Fenn ata e of PUVA thera- 


. drugs. For the | group. of younger users, 
other lative ae a discontinuing 
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reduction in the PUVA dose would 
appear to be an appropriate first 
approach. Our experience indicates 
that the majority of patients who use 
photoactive medications can tolerate 
PUVA therapy without substantial 
problems of aeute or ehronie phototox- 
icity, and. many. patients who have 
substantial problems with burns ca 


PUVA therapy for reasons other than 
burns was not substantially different 
than it was for younger nonusers. 
Older users were at considerably high- 
er risk for discontinuing PUVA thera- 
py because of burns, but the increased 
risk of burning that could be attrib- 
uted to photoactive drugs was small. 
Based on the attributable risk, we 
estimated that only ten of 164 older. 
users discontinued PUVA therapy |. 
owing to. photoactive medications. 
This represents 28% (ten of 36) of 
patients aged 45 years or older (notin: 
poor health) who discontinued treat- 
ment for at least one month because. 
of burns. Among 39 older users who . 
permanently discontinued PUVA: 
therapy for any reason, only ten (26%). 
attributed the termination of the. 
treatment, even in part, to problems 
with burns. 
The slightly higher risk of discon- |... 
tinuing PUVA therapy for at least... 
one month for a patient who takes a 
photoactive drug may, in part, reflect 
physician bias. A physician may be 
more likely to recommend discontinu- 
ing treatment for a patient who has a 
problem with burns and takes a pho- 
toactive drug than for a patient who 
does not use such drugs. 
Because of these findings and 
because of our failure to demonstrate 
a significantly increased rate of 
severe, acute toxicity, we believe that 
photoactive medications such as di- 
uretics or tranquilizers are not an 
absolute contraindication to photoche- 
motherapy. Rather, it seems prudent 
to watch closely for phototoxic and 
photoallergic reactions in these pa- 
tients. If burns become a problem, 
substitution for these medications or a 
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__ ;iPhototoxic Reactions--Stern et al 


. eoidosis, an infection with myeobac- 
teria, “cat-scratch agent" or spiro- l 
hetes, or a reaction to the presence of . rok 
ilica, beryllium, zirconium, or tale? "et 

In this report, we document the ability |. 

of SEM, BEI, and XES to provide 4 
valuable information concerning the su 
‘cause of skin granulomas. 


REPORT OF CASES. 


her knees. At the age of 11. 

falen on a tar and gr i 
injured her knees. The re ng at sears 
contained flecks of dark jum Fot 


Measuring 0° 

inorganic Up to 1 cm. The patient had n other skin: 

identify lesions, and the remaining p 

ele etr on.  1hgs were within normal limits. Tube 

_ tine test and the intermediate PPD tuber: 

culin skin test results were negative. Ches 

roentgenograms and pulmonary functio 
test results indicated nó abnormalities: 

A biopsy of the skin was performed, and 
histologic evaluation of the tissue showed 
"ononeaseating granulomas with epithelioid o- 
d s giant cells, Birefractive: 


ane appearance, suggest- 
sence of tale particles, In 
From the Departments - of Pathology. (Di tissue did not show an 
ndres and Vallyathan) and Dermatology (D. roentgenogr am s f : ] y 
é j bire ractive particles. 
adison), University of Vermont College of Med- ; p 
, Burlington. biopsy specimen. indicated epithelioid Scanning ee PUE 
prints not available. , granulomas in the deep dermis and Suben, combination | 





See ok, 





Fig 1.—Left, Noncaseating epithelioid cell granulomas typical of lesions seen in all three cases (hematoxylin-eosin [HE] x 40). Right, 


Langhan's giant cell with asteroid body and refractive material (HE x 360). 








Fig 2.—Polarized light micrograph showing numerous birefractive particles Fig 3.—Backscattered electron micrograph. Granu- 
in epithelioid cell granulomas and associated with Langhan's giant cells. lomas contain particles that have higher atomic 
Platycrystal morphologic appearance (arrowhead) suggests presence of number than surrounding tissue and thus appear 
talc particles, case 2 (hematoxylin-eosin x 40). brighter (case 2) ( x 100). 
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Fig 4.—Left, X-ray energy spectrometry analysis spectrum of two types of particles seen 
in case 1. Type 1 particles showed distinct peaks for aluminum (Al), silicon (Si), and calcium 
(Ca), with minor peaks for sodium (Na) and potassium (K). Right, Type 2 particles indicated 
jingle peak for elemental silica. This is characteristic of crystalline silica. 
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Fig 5.—X-ray energy spectrometry analysis 
spectrum of particles in case 2 showing 
peaks for magnesium (Mg) and silicon (Si) 
with small amounts of iron (Fe). Presence 
of magnesium silicate particles with plate- 
like crystal morphologic appearance is 
consistent with presence of talc. 








used to determine the nature and ele- 
mental composition of the birefractive 
particles that were seen by polarized 
light microscopy. These studies were 
^ performed on serial sections adjacent 
to those studied by light microscopy. 
These techniques have been described 
- in detail elsewhere ?'»»91-6.5^ Briafly, 
_ the paraffin sections were affixed to 

carbon planchets, deparaffinized, de- 
hydrated, and ‘coated with carbon. 
































The BEI was used to localize inorganic 
particles i in the tissue. With this tech- 
nique, particles with higher atomic 
umbers than the surrounding tissue 


trometric analysis of the dust parti- 
es showed characteristic elemental 
peaks. In eases 1 and 2, large numbers 
of inorganic particles were seen in the 
granulomas and associated with giant 
.. cells. In ease 1, two types of inorganic 





ticles. contained: aluminum, 
and calcium with minor amounts of 
sodium and potassium; type 2 parti- 
es contained elemental silicon (Fig 4, 
and right). In case 2, all the parti- 
analyzed contained | magnesium 
silicon with small amounts of iron 





es were found i in the tissue by BEI. 


COMMENT 


Electron-probe. microanalysis (XES 
combination with SEM and BEI) 
allows localization and elemental anal- 
ysis of inorganic inclusions seen at the 
ight and electron. microscopic levels. 
Backscattered. electron imaging per- 
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They were then studied by SEM at z 
magnifications from x 100 to x3,000. — 


appeared brighter (Fig 3). X-ray. spec- 


particles were identified-type 1 par-- 
silicon, 


ig 5).'In case 3, no inorganic parti- . 


istribution and elemental analysis of inorganic 
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mits particles as small as 500 A in 


diameter to be detected in tissue.” An 
accelerated and focused electron beam 
is then directed at the particle. This 
causes an emission from the particle 
surface of characteristic x-ray ener- 
gies (or wavelengths) that. ean be 
detected simultaneously and. with 
great sensitivity. As little as 10-” to 
1075 g can be detected by the eleetron- 
probe. microanalyzer.!(P»515-ern.ssae AT 
elements from. sodium (atomic. num- 
ber 11) through uranium (atomic num- 
ber 92) can be identified by XES. 


‘Beryllium with an atomic number of 4 
cannot be detected. This technique is 


more precise and can be used without 


destruction of the tissue, in contrast 


to previously reported studies using 
spectrography, erystallography, and 
microincineration;!-* 


Silica granulomas of the ‘skin, as” 
identified in cases land 2, were first : 


described by Shattock™ in 1917. Since 
then, several additional reports have 
been published, but none in récent 
years. Birefractive crystalline materi- 
al in tissue may be overlooked, leading 
to an incorrect. diagnosis of sarcoido- 
sis. Although silica granulomas are 
generally a local lesion confined to the 


skin, they may be associated with: 
systemie involvement.. It has been: 


suggested that siliea may be involved 
in the pathogenesis of certain cases of 
sarcoidosis.'^"* In many cases, a histo- 
ry of trauma can be elicited. The 


relatively abrupt onset of symptoms . 


usually occurs after a latent period of 


several years. The pathogenesis of sil- ‘prepared the biopsy specimens and pe or d 


“the electron-probe microanalysis. Joanne 
assisted i in ye preparation: 


ica granulomas is not clear. Shelley 
and Hurley” suggested silica must be 
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“in a soluble (colloid) form to elicit a 


tissue reaction. The latent period 
observed clinically might represent 
the time required in body tissues to 
convert nonsoluble forms of silica to 
soluble forms capable of eliciting a 
granulomatous response. More recent- 
ly, theories concerning the mecha- 
nisms of action of free silica have 
focused on the interaction. of siliea 
particles with the membranes of 


-lysosomes in.the macrophage. Subse- 


quent. release. of enzymes probably 
initiates the lesion in silicosis.” 
The results obtained by the SEM, 


BEI, and XES studies provide conclu- 


sive evidence. concerning the type of 
inorganie particles found in the skin 
lesions and their possible association 


"with the disease process. In case 1, 


kaolin and erystalline silica, which are 
known to exist in the soil, were identi- 
fied. These soil inclusions were appar- 
ently embedded when the patient fell 
on à gravel surface. In case 2, magne- 
sium silicate particles with platyerys- 
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consistent with the presence of tale 
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duced by the patient's use of: taleum 
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dn Pustulosis Palmaris et Plantari 


Masami Uehara, MD; Tomomasa Fujigaki, MD; Susumu Hayashi, MD 


© Glucose toleranc: was. investigated 









Glucose Tolerance 


PATIENTS AND METHODS 
Patients 


Forty-one consecutive patients with 


3 ppp. 24 men and 17 women, were chosen 


for investigation. They ranged in age from 
/.,80.to 62 years, with a mean age of 47.8 
“years, The diagnosis was based on the 
presence of chronic, recurring, florid pustu- 
lation occurring symmetrically on the 
palms. and/or soles. In all patients, potas- 









eruption of the pal 





-with onset usually occurring in mid- : 
dle-aged adults. A feature of PPP is’. 
that ee with this. dermatosis are | 


have IU that i 
PPP, the treatment 
|, Was often associated with a dramatic 


clearing of the pustular eruptions, | 
though others** found no. relation- - 
hip between eradication of septic foci. 


nd remission of the skin lesions.: 
It is well known that diabetes melli- 
tus is also associated with increased 
us susceptibility to clinical infections of 
“various. types" and that diabetes 
begins to occur principally in middle- 
aged persons. We therefore decided to 
determine whether patients with PPP 
have deranged carbohydrate metabo- 
lism. 
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im: hydrochloride examinations of scrap- 
ngs of the palms and soles showed no 
hae or spores. In our previous studies, 
bacterial cultures from such patients’ pus- 
tules were routinely negative for patho- 










gens; consequently, these studies were not 
repeated in this group of patients. Histo- 
logic examinations of skin lesions from 12 
patients were performed. In all of the 


biopsy specimens, the histologie picture 


+ was consistent with PPP." Patients with 
overt psoriasis elsewhere were excluded. > 
: Only those patients with a duration of PPP 

for 2 months or more were: accepted for 


y. Physieal examinations den 
strated that 20 (49%) of the 41 patients had 
a septic focus; 13 suffered from al 

pyorrhea, six had chronic tonsillitis, à 


one had chronic sinusitis. All patients were 
treated for their dermatitis with simple 
‘application of 0.12% betamethasone valer- © 
ate ointmient twice daily. No patient was 


receiving systemic corticosteroids at the 
time of investigation. 


Oral Glucose Tolerance Test 


All patients were observed by means of a 
standard 50-g oral glucose tolerance test. 
The test was performed in the early morn- 
ing after overnight fasting. The blood 
specimens were colleeted by antecubital 
venipuncture using heparinized syringes, 
before and both 60 and 120 minutes after 






















y. h 
ere interpreted i 
sting blood gluse level 7 


and 120-minute specimen levels ve 
mg/dL; and borderline, test results 

not satisfy the previously mentione com- 
binations: Bo 


RESULTS 





Qux) exhibited. a diabetie pattern in 
the glucose tolerance test. Of these - 
oe overt diab tes 


however, the abnormal findings 
the glucose tolerance test det [ 
this study were the first clue to he 
presence of overt diabetes. ^ 
Taking all patients together, of 4 
patients examined, 28 (68%). showed 
an abnormal glucose tolerance tes 
result (ie; diabetie- or borderline-pa 
tern result) Of these 28 patients, 26- 
had not been suspected previously o 
having abnormal carbohydrate .m 
tabolism. 
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Of the 28 pat 
glucose. test r 
septic focus. Of the 13 patients with a 
normal test result, four (81%) had a 

systemic foeus of infection. 


- COMMENT 
‘Iti is known that there are diverse 









it defective neutrophil bac- 
tericidal activity." These defects in 
neutrophil function may predispose 
patients with PPP to focal infections 
that. have been regarded by many 
authors'* as an aggravating factor in 
the pustular eruptions. Interestingly, 
it is recognized that diabeties also 
have an impaired neutrophil phago- 
-eytic bactericidal activity?’ andea 

predisposition to chronic infections. It 


tolerance test results among patients 
with PPP is about ten times higher 
than that in age-matched controls. 
Of the 28 patients showing an 
abnormal glucose tolerance test result, 
eight showed a diabetic pattern and 20 
exhibited a borderline pattern. It is 
reported that about 50%. of Japanese 
_ adults showing a borderline pattern in . 
the test result, anma ly exhibit a 












in surveys from differe: it] pa 
world. Among J e 


ance test. results. in Japanese adults 
aged 45 to 6 i 


Derna tol 69: 260.272, 1957 
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other dis ders ud as 
reatitis, Cushing s syndr 
fectious diseases.” 


These findi gs strongly suggest : 
that i in many patients, a certain : 


me, cirrho- - 


is, therefore, possible that the im- 


.. paired neutrophil functions and in- 
t | creased susceptibility to chronic infec- 

tioni 
^ partly caused by abnormal carbohy- 
"drate 
< in four of the five patients with PPP 
who suffered from overt diabetes in 


s in some patients with PPP are 


etabolism. In this connection, 


this study, PPP skin lesions were 
remarkably diminished when the dia- 


betes was well controlled. Further 


‘dinieal icona Patients with: 


PPP often show impaired phagocytic 
activity, of smal wae They may 


T 
3 methods for blood sugar Po» in Goto 


Examination and Control of Diabetes: Mi 
Tokyo, Medical Journal Có, 1979, pp 22-26. 
13. Ito K: Diabetes meli 


; Tm pp 85-89. 


M. "Marks HH, K 
Marble rà White 


betes Mellitus, 


1-34. 


^ different. ethnic 
- 10:50-58, 1961. 


6. Doi K, Ehara’ 


may provide some additional insight 

into the mechanism of association 
with or aggravation. by focal infee- 
tions in patients with PPP. 


rural-farm Pop. ; 






Studies of carbohydrate metabolism 


"2n Suns. JD, Root RK, Bulger RJ: 


: Impaired: leukocyte function in patients with 


cone controlled diabetes Diabetes 28:9-15, 


patients and 
relatives, Diabetes 
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- spectrum antibiotics. This case n sport 
further explores this clinical association — 
and demonstrates that the immediate » 






. Case Reports 


Disseminated Candidiasis 


— Newer Approaches to Early Recognition and Treatment | 


Michael I, Jacobs, MD; Margret S. Magid, MD; Charles I. Jarowski, MD 


* The clinical triad of fever, erythema- 


tous papular rash, and diffuse muscle 
tenderness has recently been reported to. 


be presumptive evidence for dissemi- 


nated candidiasis in the immunocom- 





promised host who is receiving. broad- 


institution of antifungal therapy before 


- -laboratory test results are known may 


favorably alter ‘the outcome. of this fre- 
quently fatal condition. In view of the low 
positive yield of blood cultures, skin biop- 
sy may represent an effective method for 
achieving rapid laboratory confirmation of 
the diagnosis. 

(Arch Dermatol 116:1277-1279, 1980) 


Dy a candidiasis has be- 
come a common infection in the 


immunocompromised host. Early rec-.. 


ognition of this disease is critical; as 
prompt therapy is required to improve 
the prognosis of what is often a rap- 
idly fatal condition. It has recently 
been reported that the clinical triad of 
fever, rash, and muscle tenderness in 
the immunosuppressed host who is 
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receiving broad-spectrum antibioties 
strongly suggests an immediate pre- 
sumptive diagnosis of disseminated 


-eandidiasis.' The early recognition of 
this clinical syndrome would permit 
rapid institution of appropriate anti- 


ungal therapy. 
-In this case report, the prompt 
recognition of this clinical triad pet- 


mitted the immediate institution of 
intravenous (IV) amphotericin B ther- 


apy with an ultimately successful out- 


‘come. The diagnosis was confirmed by . 


positive blood cultures and also by the 
demonstration of Candida organisms 
in a punch biopsy specimen of a typi- 
cal skin lesion. 


REPORT OF A CASE 


» A. 23-year-old man was hospitalized for 


treatment of lymphosarcoma cell leukemia 


in clinical relapse. The initial diagnosis was 
made l7 months earlier, when, during. a 
pre-employment: examination, he. was 
found to have a WBC count greater than 
100,000/cu.mm with 92% lymphocytes and 
lymphoblasts. Bone marrow aspiration 
established the diagnosis of acute lympho- 
sarcoma cell leukemia. He was treated with 
a regimen of vincristine sulfate, predni- 
sone, daunorubicin hydrochloride, and as- 
paraginase, which produced a complete 
remission. After receiving prophylactic 
whole-brain radiotherapy and intrathecal 
methotrexate sodium, he was maintained 
in remission while receiving a regimen of 
methotrexate, mercaptopurine, vincristine, 
and prednisone, He also received immuno- 
therapy consisting of monthly intradermal 
injections of methyl alcohol extraction resi- 
due of BCG (MER-BCG). 
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: hone marrow relapse for the second time. 










After à remission of approximately one : 
year's duration, the patient showed bone 
marrow relapse. This was followed by labo- 


ednisone, daunorubicin, a 
para He also agreed to the pla 
nt of. an Ommaya reservoir, throug 


py. 
: hive months later, he was found to bein 


His ‘complete. blood cell eount showed a 
WBC count of.245,000/cu. mm with 76% 
lymphoblasts, a hematocrit. level of 29% 
and a platelet. count of 28,000/cu mm 
Physical: examination indicated scattered 
petechiae over. the lower extremities. The 
results of his neurologic examination were 
normal, and there was no muscle weakness 
or tenderness. He was treated with large. 
doses of cyclophosphamide. and IV infu- 
sions of cytarabine. This resulted in not- 
able leukopenia and thrombocytopenia. Fe- 
ver occurred. with no "obvious. clinical: 
source, Cultures of the blood, urine, feces, 
CSF, and bone marrow. were negative. He 
was treated with IV nafcillin sodium and 
gentamiein sulfate. After five days h 

began receiving carbenicillin disodiu 

because of persistent fever; On the 12th 
day of antibiotic therapy, recurrent fever: 
and a dermatitis consisting of erythema- 
tous papules scattered over the trunk and 
proximal extremities were noted. When he 
also complained of severe muscle pains in: 
the lower extremities, examination demon 
strated exquisite muscle tenderness in.’ 
both calves and thighs. A presumptive 
diagnosis of disseminated candidiasis was 
made, and amphotericin B was added: t 
the antibiotic regimen. Amphotericin B - 
therapy was initiated with a test dose of 
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Fig 1.—Skin biopsy specimen showing 
microabscess in superficial dermis. There 
are minimal perivascular infiltrates of lym- 
phocytes and mononuclear cells in adja- 


Fig 2.—Biopsy specimen shows several 
budding yeast forms consistent with Can- 
dida organisms within microabscess (PAS 
stain, x 450). 


cent dermis (hematoxylin-eosin, x 100). 





1 mg, and during the next week the dosage 


longed antibiotic therapy given for 





the outcome favorably, as it did in our 


was increased to 50 mg taken intravenous- systemic effect, and indwelling in- patient. 4 
ly every day. A punch biopsy of a typical — travaseular catheters.’ Candidiasis Postmortem studies have demon- 
pred MET (Fig 1) indi- has become the most common fungal strated that multiorgan involvement 
cated a microabscess in the superficial infection occurring in patients with is typical of systemic candidiasis.*-* 
dermis containing moderate numbers of hematologic malignant neoplasms.* The most common sites of dissemina- 
polymorphonuclear leukocytes and mono- Establishing the diagnosis of systemic ^ tion are the kidneys, lungs, and gas- 
nuclear cells. Organisms were inconspie- candidal infection ante mortem is  trointestinal tract; however, virtually 
uous on routine hematoxylin-eosin stain, ^ extremely difficult. In only 25% of ^ any organ may be involved. In con- 
but a careful search after preparation of patients with disseminated infection trast, reports of cutaneous lesions 
PAS-stained sections showed a few bud- can Candida organisms grow from have been rare.'?* The characteristic 
ding yeast forms consistent with Candida ^ blood cultures « Diagnostic interpreta- ^ cutaneous eruption of disseminated 
i sib am a sse i E tion of several serologic tests for can- candidiasis consists of 3- to 5-mm, 
terized by minimal perivascular infiltrates didiasis has been controversial.’ How- erythematous papules and is usually 
of lymphocytes and mononuclear cells in ever, a recent report concerning the manifest on the trunk and extremi- 
the upper dermis. The epidermis was use of gas-liquid chromatography to ties? Most often the lesions are 
intact. detect D-arabinitol, a fungal metabo- numerous and generalized in distribu- 

Three days later, C krusei grew from lite, in human serum, suggests that tion; however, some patients have dis- ^ 
blood and fecal cultures. The patient re- disseminated candidiasis may be es- played rare or even single papules 
sponded to IV amphotericin B therapy and tablished serologically This tech- confined to the trunk or to one 
concomitant WBC transfusions. He com- ^ pique may prove valuable in the extremity. If thrombocytopenia is 
api ideo Coda cde ipd future. severe, hemorrhage into the lesions 

Siitng @ Oday periods ee Difficulties inherent in establishing may occur. e 3 3 

The patient died two months later of the diagnosis result in the delayed use The focal visceral lesions of dissem- 
recurrent leukemia after having decided Of appropriate therapy. We believe inated candidiasis are characteristi- 
not to receive any further chemotherapy. that the clinical triad of fever, erythe- ^ cally suppurative or granulomatous 
Postmortem examination did not indicate matous papular rash, and muscle ten- with a variable degree of inflammato- 
any evidence of disseminated candidiasis.  derness occurring in the immunosup- ry response." Cutaneous lesions 
pressed host receiving broad-spec- indicate dermal microabscesses on his- 
COMMENT trum antibiotics allows the clinician to — tologic examination. Yeast and 
The incidence of systemic candidal ^ suspect strongly a diagnosis of dis- pseudohyphal forms in areas of necro- 

infections has increased in recent ^ seminated candidiasis and thus insti- sis and in blood vessels are best appre- a 


years. This has been related to several 
predisposing factors, including the 
use of immunosuppressive drugs, pro- 
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tute appropriate antifungal therapy 
as early as possible. The prompt initia- 
tion of antifungal therapy may alter 


ciated when biopsy material is stained 
with PAS or Gomori methenamine 


‘silver. In the present case, a careful A 7” 
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Ma 
~ search through multiple levels of the 
“dermal microabscess was necessary to 
demonstrate the organisms even with 
the use of specific stains. 
Two other major forms of cutaneous 
candidiasis (acute superficial candid- 
~lasis' and the rare chronic mucocu- 
taneous ecandidiasis'*'""") have been 
 deseribed. Neither is associated with 
systemic fungal dissemination. A sub- 
corneal pustule is evident on a biopsy 
specimen of a papule in acute mucocu- 


taneous candidiasis. Candidal granu-. 


loma occurring as a manifestation of 
chronic mucocutaneous candidiasis 


shows pronounced papillomatosis and 
hyperkeratosis and a dense dermal 
infiltrate composed of lymphoid cells, 


neutrophils, plasma cells, and multinu- 


cleated giant cells." In contrast, the ^. 


cutaneous lesion of disseminated can- 
` didiasis, showing an intact epidermis 
and focal dermal necrosis in and 
^ around blood vessels, suggests hema- 
togenie spread as opposed to direct 
cutaneous invasion.' 

Recently, a new cutaneous manifes- 
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tation of disseminated candidiasis has 
been reported in a patient by File et 
al^ They describe a patient in whom 
lesions resembling ecthyma gangre- 
nosum developed. A biopsy specimen 
of the borders of these lesions showed 
infiltration of the dermis with yeasts 
and  pseudohyphae. Erythematous 
skin lesions, approximately 0.5 cm in 
diameter and more typical of dissemi- 


nated candidiasis, developed during 


the next several days. The authors did 
not comment on the possible presence 
of myalgia or muscle tenderness in 


: this patient. 


Diffuse musele tenderness is a eru- 


cial factor in making a presumptive 
diagnosis of disseminated candidiasis _ 
‘and should be elicited by the physician 


during. physical examination. It is 


most frequently manifest in the legs, 


especially in the calves. The muscle 
tenderness is secondary to Candida 
myositis. The biopsy specimens of 
affected muscles. show infiltration of 
Candida organisms.?*** Although a 
skeletal muscle biopsy was not neces- 
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sary to establish the diagnosis of dis- 
seminated candidiasis in our patient, 
it is another procedure available to the 
physician for this purpose. i 

The initial report of this clinical. 
triad noted the preponderance of C 
tropicalis as the causative species; 
Our case demonstrates that C krusei 
may also be a responsible organism. 
We suspect that other species will be 
reported in the future. 

In summary, we bring attention to : 
a clinical triad permitting strong sus- ' 
picion of the diagnosis of dissemi- . 
nated candidiasis. In light of the diffi- 
culty. inherent in establishing the 
diagnosis of this rapidly fatal condi- 
tion, the recognition of this triad per- 


mits prompt institution of therapy 
“and maximizes. the patient's chances. 


of survival Biopsy of a cutaneous 
lesion may provide rapid confirmation 
of this diagnosis. 
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Kaposi's Sarcoma After Immunosuppressive 


Therapy With Prednisone 


Richard A. Hoshaw, MD, Robert Allen Schwartz, MD 


* Immunosuppressed patients are at 
risk of acquiring Kaposi's sarcoma. We 
describe here a 66-year-old man with 
bronchial asthma who was receiving 
immunosuppressive medication (predni- 
sone given for systemic effect) and in 
whom Kaposi's sarcoma developed. The 
literature on this subject is reviewed. 

(Arch Dermatol 116:1280-1282, 1980) 
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Fig 1.—Widespread erythematous-violaceous papules and nodules on trunk. 
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he use of immunosuppressive 

therapy has increased greatly in 
recent years. The association of renal 
transplantation, immunosuppression, 
and subsequent neoplasia is now well 
documented.’ A clearly increased inci- 
dence of Kaposi’s sarcoma (KS) occurs 
in immunosuppressed patients, nota- 
bly in those with renal transplanta- 
tion.** However, KS has also devel- 
oped in patients with other underly- 
ing disorders who are treated with 
immunosuppressive therapy. These 
include systemic lupus erythematosus, 
lymphoma, myeloma, bronchial asth- 
ma, biliary cirrhosis, the nephrotic 
syndrome, polymyalgia rheumatica, 
rheumatoid arthritis, hemolytic ane- 
mia, idiopathic thrombocytopenic pur- 
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pura, bullous pemphigoid, and pem- 
phigus.** Immunosuppressive agents 
implicated include azathioprine, pred- 
nisone, prednisolone acetate, triam- 
cinolone diacetate, cyclophosphamide, 
melphalan, and radiotherapy. We 
describe here a patient who had bron- 
chial asthma who was treated with 
prednisone and in whom KS devel- 
oped. 


REPORT OF A CASE 


A 66-year-old man was seen in our der- 
matology clinic in September 1976, with a 
six-month history of scattered red nodules 
on his trunk and extremities. The nodules 
had been persistent, with the gradual 
appearance of new lesions in a widespread 
distribution. The patient was asymptomat- 


Fig 2.—Plaque and nodules of Kaposi's 
sarcoma on foot. 
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Fig 3.—Histologic section showing normal 
epidermis and numerous vascular spaces 
in dermis (hematoxylin-eosin, x 100). 


ic except for several lesions on his right 
heel that were painful. There were no 
systemie symptoms. 

Past history indicated chronie, severe 
asthma for which he took metaproterenol 
sulfate and used a beclomethasone dipro- 
pionate inhaler. Intermittently, during the 
previous five years, he had been given 10 to 
40 mg of prednisone daily and had been 
taking 30 to 50 mg of prednisone daily or 
on alternate days for the previous three 
years. He also had been found to have 
carcinoma of the prostate in 1972. He had 
undergone cryosurgery at that time and 
had subsequently taken 1 mg of diethylstil- 
bestrol diphosphate every other day since 
^: ; e ade dod aa 1 3 1973. There were no signs or symptoms of 
E CN HP Aa X. ^ Ara ^ r dissemination of the prostatic carcinoma. 
a n a 7 RR HD ile d - NON 3 The family history was noncontributory; 
there were no known members of Italian or 
Jewish lineage. 

Review of systems indicated only symp- 
toms relating to his bronchial asthma. 

Physical examination indicated wide- 
spread, scattered 2- to 10-mm red-viola- 
ceous nodules on the trunk and extremities 
(Fig 1). The face and scalp were spared. 
There were larger coalescent plaques on 
both heels (Fig 2). There was no adenopa- 
thy or leg edema. 

Laboratory results indicated a hemoglo- 
bin level of 15.0 g/dL and a hematocrit 
level of 44.9%. The WBC count was 9,200/cu 
mm with 6% eosinophils on peripheral 
smear. Test results of stools for occult 
blood were normal. The lactic dehydrogen- 
ase level was 173 IU/L (normal, 60 to 120 
IU/L), and the acid phosphatase level was 
1.6 IU/L (normal, 0.1 to 1.0 IU/L). The 
following tests or results were either nega- 
tive or within normal limits: chest roent- 
genogram, intravenous pyelogram, BUN, 
4 creatinine, SGOT, and serum electrolyte. A 
Fig 4.—Higher magnification of vascular spaces showing swollen endothelial cells lymphangiography, upper gastrointestinal 
(hematoxylin-eosin x 400). (GI) tract series, and a barium enema 
examination were not performed. 

The histopathologic appearance of sev- 
eral nodules indicated a normal epidermis 
and replacement of the dermis with 
numerous vascular spaces (Fig 3). The vas- 
cular structures were lined by rows of 
bulging endothelial cells (Fig 4). Vascular 
slits were present, interspersed with a 
proliferation of spindle cells (Fig 5). A 
modest amount of hemosiderin pigment 
was seen. The histologic diagnosis was 
Kaposi’s sarcoma. 

Radiotherapy given at 400 rads per dose 
on two consecutive weeks was adminis- 
tered to the painful lesions on the right 
heel. This resulted in diminution of lesion 
size, with some symptomatic relief, but. 
new nodules continued to develop. 

As of February 1980, the patient still had 
not been able to stop prednisone therapy 
because of his severe bronchial asthma. 
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Nie Fig 5.—Histologic section showing vascu- 
. lar slit surrounded by proliferating spindle 
NAAS cells (hematoxylin-eosin x 200). 
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COMMENT 
Kaposi’s sarcoma is a distinctive 
angiosarcoma that has been well 
“reviewed recently.’ In a recent review 
(0f 87 patients in the United States, an 
overwhelming percentage of the pa- 
tients (89%) were of Italian or Jewish 
«lineage, confirming early epidemio- 
“logic studies. Of these patients; 84% 
were men. Kaposi’s sarcoma seems to 
be rather frequent in parts of Africa, 
representing 4.2% of all malignant 
tumors in Malawi’ and 9% in Uganda.* 
‘This may reflect a herpesvirus cause 
_  regulting from cytomegalovirus infec- 
tion, analogous to the Epstein-Barr 
virus association with Burkitt's lym- 
`- phoma.’ The high incidence of KS in 
. Africa also parallels endemic malaria, 
| . whieh may facilitate a viral infec- 
oo. tions? 
The epidemiology. of. KS after 
<o immunosuppressive therapy may be 
vos different. A recent series reviewing 
~~ 19 such patients showed an enhanced 
incidence in women (seven of 19, or 
:9195)^ Perhaps more important is the 
possible clinical distinctiveness of this 
"type of KS. Stribling and associates? 
recently described one patient and 
| reviewed five others, noting that two 
died of massive GI tract bleeding. 
Four of them responded favorably to 



























immunotherapeutic agents.” 
"Apparently there is a substantially 
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‘discontinuation of therapy with the. 


increased incidence of the coexistence 
of lymphoma and possibly myeloma in 
patients with KS." Accordingly, the 
association of KS with cyclophos- 
phamide and melphalan therapy may 
be questioned, since the patients 
treated with these agents had an 
underlying lymphoma or myeloma. 
The role of radiotherapy in the devel- 
opment of KS in one patient with 
malignant lymphoma’ may also be 
debated. 

The main therapeutic agents de- 
pressing the immune system in these 
patients are oral prednisone, predni- 
solone, and/or azathioprine.^* In 12 
stich patients, steroids given for sys- 
temic effect: alone were used. These 
patients were neither transplantation 
recipients nor lymphoma victims. 
Dosage schedules ranged from as lit- 


tle as 8 mg/day of prednisone for 24 


months. to.25 to 35 mg/day for. 96 
months. Our patient took 30 to 50 


mg/day of prednisone for 36 months. 


The duration of immunosuppressive 
therapy before the development of KS 
was considerably shorter with com- 
bined therapy than with corticoste- 
roids given for systemic effect. alone." 
This would indicate a synergistic 
effect of immunosuppressive drugs on 
the development of KS. 

This raises a key question concern- 
ing the specific effects of prednisone, 
prednisolone, and azathioprine on the 
development of KS. It is possible that 
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this association is not seen more fre- 
quently with other immunosuppres- 
sive agents because of their less fre- 
quent use. Alternatively, there may be' 
a specific effect resulting in sarcoma 
induction based on specific character- 
istics of altered immunologic surveil- 
lance or other factors. 

Although the exact mechanism of 
development of KS is unknown, thè 
development of this disorder in asso- 
ciation with the use of certain immu- 
nosuppressive. agents may provide 
insight into its cause. As immunosup- 
pressive drugs and combination thera- 
pies are employed more frequently, 
we would expect a further increase in 
the incidence of associated KS. The 
cause of this association and that of 
KS itself may be multifactorial and > 
awaits further investigation. 
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` Nodular Scleroderma 


and Pleomorphic Acid-Fast Bacteria 


Alan R. Cantwell, Jr, MD; Lyon Rowe, MD; Dan W. Kelso 


* This report describes a rare form of 
scleroderma associated with multiple, 
elevated, dermal nodules. In addition, rare 
acid-fast bacteria, and less rare non-acid- 
fast coccoid forms were seen in histologic 
sections from the nodules. Skin culture 
isolates in thioglycolate broth were posi- 
tive for both intermittently acid-fast coc- 
cobacilli, as well as non-acid-fast cocci 
compatible with Staphylococcus epider- 
midis. These findings reconfirm the exis- 
tence of pleomorphic, acid-fast bacteria 
in scleroderma. The possibility is dis- 
cussed that these tissue and culture 
forms may be related to certain similar 
morphologic forms currently designated 
as "cell-wall-deficient L forms" or may be 
related to previously described unusual 
growth forms of mycobacteria. Further 
investigations for microbes both in skin 
culture and in histologic sections from 
patients with scleroderma may prove 
helpful in elucidating any possible role 
that bacteria might have in the pathogen- 
esis of this disease. 

(Arch Dermatol 116:1283-1290, 1980) 
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e report here a case of a rare 

form of scleroderma associated 
with sclerodermatous dermal nodules. 
We also found pleomorphic acid-fast 
bacteria in histologic sections and 
grew cultures of this bacteria from 
the lesions of this patient. 

Cases of multiple, elevated, dermal 
nodules with the histologic features of 
scleroderma have been reported pri- 
marily in the German and French 
literature as either the sole manifesta- 
tion of localized disease, associated 
with typical lesions of localized scle- 
roderma (morphea), or associated with 
generalized scleroderma (progressive 
systemic sclerosis). In 1894, Unna' 
first named this condition “keloid-like 
scleroderma.” Later cases with similar 
lesions have been described and clas- 
sified as “tuberous morphea” by Thi- 
bierge,? "fibromes miliares follicu- 
laires, scleroderma consecutive” by 
Dubreuilh? and “nodular scleroder- 
ma” by Lipschutz.' In 1954, Korting’ 
reported a case of a 42-year-old man 
with a 7 x 4-em lesion of “keloid-like 
scleroderma” with firm, finger-like, 
peripheral projections located on the 
clavicular area. On the basis of the 
clinical, histologic, and ultramicro- 
scopic findings in this case and their 
correlation to similar cases he had 
reviewed in the literature, Korting 
concluded that nodular and keloid-like 
scleroderma should be classified to- 
gether. In 1960, Cabre and Landes,’ in 
agreement with Korting, reported a 
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case of a 38-year-old man with both 
isolated and confluent nodules on the 
arms and torso, as well as a confluent 
patch of 20 nodules on the buttocks 
that was keloid-like in appearance. 

The case we are reporting here has 
provided us with an opportunity to 
search for acid-fast bacteria, using 
culture techniques and histologic 
methods, that have been previously 
successful in demonstrating acid-fast 
bacteria in scleroderma,’ morphea,’ 
panniculitis, and, most recently, in 
hypodermitis sclerodermiformis” (a 
form of "pseudoscleroderma")." 


REPORT OF A CASE 


A 66-year-old man first noticed progres- 
sive stiffness and tightness of the fingers 
and hands in 1975. In 1976, multiple, hard, 
asymptomatic nodules developed on the 
torso. The past history indicated long- 
standing hypertension and bronchial asth- 
ma of 25 years' duration, which was treated 
intermittently with prednisone therapy. 
More pulmonary function studies taken 
since 1969 had shown a decreased forced 
vital capacity and notably decreased timed 
vital capacity, consistent with severe 
obstructive lung disease. In 1977, a neurol- 
ogist diagnosed Parkinson’s disease on the 
basis of the patient’s characteristic gait 
disorder, muscle rigidity, involuntary 
tremors, and the appearance of a parkin- 
sonian facies. The family history indicated 
that both parents had been hospitalized 
simultaneously for pulmonary tuberculosis 
when the patient was 10 years old. 

A roentgenogram of the chest taken in 
September 1978 showed slight enlarge- 
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Fig 1.—Nodular scleroderma with acro- 
sclerosis, sclerodactyly, and elevated cu- 
taneous nodules of chest and arm. 


murs or friction rubs. The liver edge was 
palpable 5 em below the costal margin and 
was mildly tender. Pitting edema (2+) of 
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eium and phosphorus, antinuclear an- 
tibody titer, VDRL, serum bilirubin, 
serum electrolyte, total serum protein, 


mis. At times, the collagen bundles 
formed a "whorling" pattern (Fig 2), a 


serum albumin, serum globulin, and » 
ereatinine clearance. D: 

A roentgenogram of the chest 
showed notable enlargement of the 
heart, with signs of increased pulmoe 
nary venous pressure and the pres- 
ence of interstitial edema and fluid in ü 
the left pleural cavity. Roentgeno- 
graphic studies of the esophagus were 
normal Results of a barium enema 
examination showed no roentgeno- 
logie abnormality. Skin testing with 
second-strength tubereulin (250 TU) 
showed no reaction at 48 hours. 

A diagnosis of congestive heart fail- . 
ure was made. The patient responded T 
well to treatment with digoxin and 
furosemide and was then discharged 
from the hospital. 

On Jan 23, 1979, the patient sudden- 
ly collapsed at home. Despite treat- 
ment with a temporary pacemaker in 
the intensive care unit of another 
institution, the patient died on Jan 24, 

1979. Permission for autopsy was 
obtained. 

The clinical diagnosis at death was 
congestive heart failure with sclero- 
derma. The anatomic diagnoses at 
necropsy were recorded as (1) moder- T 
ately severe coronary atherosclerosis, i 
(2) focal chronic myocarditis, (3) con- 
gestive heart failure, (4) diffuse pleu- 
ral and subpleural calcification and 
ossification of the lung of undeter- 
mined cause (no asbestos bodies iden- 

ment of the heart and interstitial changes the lower part of the legs was present. The tified), (5) severe atherosclerosis of 
in the bases of both lungs. — deep-tendon reflexes were as follows: right the aorta, (6) benign prostatic hyper- 

On physieal examination in November and left biceps, +2; right triceps, -+ 1; left trophy, (7) clinical Parkinson’s dis- 
1979, the patient's blood pressure was triceps, +2; right brachioradialis, +1; and ease, (8) left-sided mild adrenal corti- 
recorded as 178/112 mm Hg, the pulse rate left brachioradialis, +2, There were no "al hv lasia, (9) clinical hyperten- 
was 96 beats per minute, and respirations knee jerks or ankle jerks. cai RY peT pasia (9) c Imean nypersen 
were 24/min. There were numerous, firm, sion, and (10) nodular circumscribed 
raised, well-circumscribed, asymptomatic FINDINGS scleroderma involving the skin (no 
nodules on the trunk, neck, and upper parts evidence of systemic scleroderma). 
of the arms that averaged 1 em in diameter Laboratory examination showed a The esophagus, stomach, small and 
(Fig 1). The face appeared mask-like, the normal complete blood cell count. large intestines, and the kidney were 4 
facial skin showed numerous telangiec- Abnormal laboratory examinations all normal. 
tases, and the patient was incapable of included an elevated BUN level (27 Six skin punch biopsy specimens 
fully opening his mouth. He also was un- — mg/dL; normal, 10 to 20 mg/dL); an taken during a two-year period (from 
able to extend completely any of his fin- i da reatinine level (23 — 1976 to 1978) f ae bdul 
gers; and there was notable tightness of elevated serum creatinine leve (2. 1976 to 1978) from various nodules 
the skin over all of the fingers, consistent ™g/dL; normal, 0.7 to 15 mg/dL); an ^ indicated microscopic changes consist- 
with aerosclerosis. The color of the skin of | elevated serum alkaline phosphatase ent with scleroderma. All showed a 
the fingertips and toes was a definite level (40 units; normal, 5 to 13 units); normal epidermis with varying de- 
purple. Auscultation of the heart indicated an elevated serum IgG level (169 mg/ grees of basilar pigmentation. Areas 
a fast, regular rhythm with an occasional — dL; normal, 50 to 125 mg/dL); and an of mild edema of the upper dermis 
premature beat. The first heart sound (S) elevated urine creatinine level (70 were occasionally seen. The striking 
was within normal limits, The pulmonic mg/kg of body weight/day; normal, feature was the focally thickened der- 
aoa sound (P,) was much smaller than 1515 95 mg/kg of body weight/day). mis with interstitial and substitutive 

e aortic second sound (A,) and was heard Phe following laboratory tests w T ie ith thickened coll 
well at the apex. A third heart sound (8) The following laboratory tests were ^ collagenosis with thickened collagen is 
gallop was present. There were no mur. _¢ither negative or normal: serum cal- — bundles running parallel to the epider- E 


histologic feature noted by Butler and ^ 
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Fig 2.—Histologic section showing “‘whorl- 
ing" pattern of thickened collagen bun- 
dles (hematoxylin-eosin x 20). 


Laymon" in their case of nodular scle- 
roderma. (These localized aggregates 
of thickened collagen apparently pro- 
duce the raised, firm nodule seen 
@inically.) The junction of the subcu- 
taneous fat and dermis was focally 
flattened, and areas of substitutive 
collagenosis were present in the upper 
subcutaneous fat. The walls of some of 
the small blood vessels were thick- 
ened. There was atrophy and/or 
absence of the sebaceous glands and 
hair structures and a reduction in the 
number of sweat glands, which were 

. completely surrounded by dense colla- 
genous connective tissue. A mild, scat- 
tered perivascular and periappenda- 
geal infiltrate composed primarily of 
lymphocytes and histiocytes was 
seen. 

Tissue sections were stained for 
acid-fast bacteria with the Fite and 
the Fite-Faraco stain. Following the 
advice of Mattman" for the histopath- 
ologie detection of cell-wall-deficient 
bacteria, sections were also stained 
with Kinyoun's stain, intensified for 
the detection of acid-fast cell-wall- 
deficient forms, and with the modi- 
fied Alexander-Jackson triple stain 
for mycobacteria. Rare groups of blue 
non-acid-fast coccoid forms were ob- 
served in varying numbers in the mid- 
dle and deeper parts of the dermis 
(Fig 3). Occasionally, these forms 
seemed to occupy a slit-like space 
between the collagen bundles. Similar 
red-purple-stained forms were ob- 
served with the Giemsa stain (Fig 4). 
At times, small groups of coccoid 
forms superficially resembled a mast 
cell with its granules (Fig 5). Howev- 
er, there was a notable lack of the 
round or oval deeply stained nucleus 
that is characteristic of a mast cell. 
Furthermore, the coccoid forms were 
not packed tightly together in the 
formation of mast-cell granules in a 
typical mast cell. Only one Fite-Fara- 
co-stained section contained a rare 
focus of short, beaded, acid-fast rods 
(Fig 6). Some, but not all, sweat 
glands showed varying numbers of 
variably acid-fast coccoid forms of 
granules, usually larger than the non- 
acid-fast coccoid forms seen elsewhere 


Fig 3.—Histologic section showing large | 
numbers of non-acid-fast coccoid forms 
(arrows) in slit-like spaces of deep dermis ` 
(intensified Kinyoun's stain x 1,000, in 


iw! ol. 
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Fig 4.—Histologic section showing red- 
purple coccoid forms similar to those in 
* Fig 3 in deep dermis (arrows) (Giemsa 
— stain x 1,000, in oil). 3 


(Fig 7). However, some of these coc- 
coid forms were the size of mast-cell 
granules. 


METHODS 


Within a two-year period, six punch 
biopsy specimens were obtained after 
scrubbing the skin with soap and water 
and cleansing it with alcohol. Sterile 
instruments were always used, and the 
epidermis was cut away to minimize con- 
tamination. The remainder of the biopsy 
specimen was placed in Stuart’s transport 
medium, and, on arrival at the bacteriology 
laboratory, the specimen was placed in . 
thioglycolate broth. All inoculated broth 7 
culture tubes were observed for at least 30 
days, unlike many routine specimens that 
are discarded after several days if no 
growth is visible. 


RESULTS 


On two occasions, skin biopsy cul- 
ture yielded no growth. The remain- 
ing cultures showed either growth 
forms of non-acid-fast cocci biochemi- 
cally compatible with Staphylococcus 
epidermidis (Fig 8 and 9), or coccobac- 
illary, “diphtheroid-like” forms. On 
one occasion, acid-fast stained smears 
of a 13-day coccobacillary culture 
showed brilliantly acid-fast forms 
that disappeared on day 18 (Fig 10). 
Except for this instance, the isolated 
rod forms were non-acid-fast. 


COMMENT 


Jablonska'* has recently reviewed 
"keloid or nodular morphea" and con- 
siders this entity to be a form of 
localized scleroderma (morphea). 
However, there are clinical features of 
certain reported cases that suggest 
nodular scleroderma may coexist with 
more diffuse cutaneous scleroderma. 
For example, the case of Butler and 4 
Laymon" "exhibited the doughy, in- 
durated skin, the claw-like immobile 
condition of the hands and the mask- 
like face." The case of Bettley and 
Seville had "some reduction in the 
power of the fingers, and movement is 
limited in the wrist, neck, and to a less 
extent the face, where there is some 
loss of expression." Our patient had 


Fig 5.—Histologic section shown in Fig 4 
indicating smaller collection of coccoid > 
forms in deep dermis. Unlike typical mast 





cell, there is no stained central nucleus ^ 
and granules are not tightly packed (Giem- 
sa stain x 1,000, in oil). * 
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Fig 6.—Extremely rare focus of acid-fast 
rods in deep dermis without inflammatory 
cell response (Fite-Faraco stain x 1,000, 
in oil). 


definite evidence of acrosclerosis, as 
well as tightness of the facial skin and 
numerous facial telangiectases. Ac- 
cording to Jablonska, acroscleroder- 
ma should be classified with systemic 
scleroderma. Our patient, however, 
had no histologic evidence of systemic 
scleroderma at necropsy. 

The finding of acid-fast bacteria in 
scleroderma was first reported by 
Wuerthele-Caspe et al" in 1947, con- 
firmed by Delmotte and van der Meir- 
en'* in 1953, and again confirmed by 
Cantwell et al' in 1968 and Cantwell 
and Kelso in 1971. The organism in 
scleroderma has continued to be cate- 
gorized and is believed to be similar to 
the pleomorphie, variably acid-fast 
microbes associated with certain neo- 
plastic and proliferative diseases.'*** 

The idea that bacteria are present 
in scleroderma is highly controversial. 
A major objection, raised by Fite, 
has been that the acid-fast bacteria 
demonstrated in vivo in tissue sec- 
tions may have been introduced into 
the dermis by the microtome knife. 
This could be the case if similar acid- 
fast bacteria were present on the sur- 
face of the skin or in the epidermis, 
but this has never been shown to be 
the case. In our patient, it would have 
to be argued that two different forms 
of organisms (acid-fast rods and non- 
acid-fast cocci) were introduced into 
the dermis by the microtome knife. 
The finding of acid-fast bacteria in 
vivo has been supported by the dem- 
onstration of acid-fast bacteria in 
direct smears from biopsy material by 
Wuerthele-Caspe et al," Delmotte and 
van der Meiren, and Cantwell et al. 
Additional supportive evidence has 
been presented recently by Cantwell 
and Kelso” with necropsy findings of 
bacteria in the heart, lungs, adrenal 
glands, kidneys, and other organs of a 
fatal case of systemic scleroderma. 

The demonstration of acid-fast rods 
in skin tissue sections is often impos- 
sible. For this reason, we have 
searched for microbial elements in 
scleroderma that might represent oth- 
er known forms of mycobacteria in 


Fig 7.—Numerous acid-fast coccoid forms 
in deep dermal sweat gland. Some coc- 
coid forms are similar in size to cocci in 
culture shown in Fig 8 and 9 (arrows) 
(Alexander-Jackson's triple stain x 1,000, 
in oil). 
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Fig 8.—Smear from isolate in thioglycolate 
broth showing Gram-positive cocci of 
Staphylococcus epidermidis but with rare 
presence of bacterial rods. Note similarity 
of size and shape to tissue coccoid forms 
in Fig 3 and 4 (Gram's stain x 1,000, in 
oil). 


vivo, such as cell-wall-deficient E 
forms. In this regard, it is essential to 
recognize that mycobacteria may ap- 
pear in forms other than the acid-fast 
rod form. Especially relevant are the 
granular forms described by Much, 
Kahn," and Sweany'5 the filtrable 
“virus-like” forms by Fontes”; the 
diphtheroid, actinomycetes-like, diplo- 
coccal and tetracoccal forms by Bein- 
hauer and Mellon? and Mellon and 
Fisher”; the mycococcal forms by Csil- 
lag; and the staphylococcal-like 
forms described by Pla y Armengol.” 
Mattman et al and Mattman* have 
called attention to the fact that pre- 
viously described peculiar morpho- 
logie forms of mycobacteria relate to 
similar forms currently described as 
cell-wall-deficient L forms. Xalabard- 
er^ has shown that L forms of myco- 
bacteria are extremely pleomorphic 
with only occasional reversion to acid- 
fast bacillary forms, contain both 
RNA and DNA, and produce "collage- 
nous-like” histopathologic alterations 
when inoculated into guinea pigs. 

We believe that the pleomorphic, 
possibly cell-wall-deficient, and vari- 
ably staining forms (rods, coccoid 
forms, and granules) in tissue section 
have their counterparts in the mor- 
phologic appearance of our skin iso- 
lates, which may also vary from exclu- 
sively coccal forms biochemically com- 
patible with S epidermidis, to rod 
forms and coccobacillary forms resem- 
bling those in Corynebacterium diph- 
theriae. 

Coccoid forms in the dermis in scle- 
roderma should be distinguished from 
mast-cell granules. This may be diffi- 
cult because both cocci and mast-cell 
granules are similar in size (0.2 to 1.0 
pm) and both stain with toluidine blue 
O, a point stressed by Wuerthele- 
Caspe et al.'* Although mast cells sup- 
posedly stain metachromatically 
(while bacteria stain orthochromati- 
cally), the frequent lack of metachro- 
masia of some mast cells has been 


Fig 9.—Same smear as in Fig 8 showing 
larger size coccoid forms. Compare with 
similarly sized forms seen in the eccrine 
gland in Fig 7 (Gram's stain x 1,000, in 
oil). 
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Fig 10.—Smear from 13-day culture in thio- 
glycolate broth showing acid-fast cocco- 
bacilli, similar in size and shape to acid- 
fast rods shown in Fig 6 (Ziehl-Neelsen's 


stain X 1,000, in oil). 


poted by Simpson.” According to Gup- 
ta and Ghosh, mast-cell granules 
may also be acid-fast. Moreover, the 
Giemsa stain that demonstrates mast 
cells has been recently used by Piep- 
korn and Reichenbach? to identify in 
vivo cell-wall-deficient coccoid forms 
(L forms) measuring about 0.5 um. 

In our experience, the most reliable 
distinction between coccoid forms and 
mast cells with their granules must be 
made on the morphologic configura- 
tion of the viewed material. For 
instance, the dermal coccoid forms 
stained with the intensified Ki- 
nyoun’s stain (Fig 3) and the Giemsa 
stain (Fig 4) can hardly be interpreted 
as mast cells because of the large area 
covered by the coccoid forms, the loose 
arrangement of the forms, and, most 
notably, the absence of any (mast cell) 
nucleus. On the other hand, the red- 
purple granules stained with Giemsa 
in Fig 5 might be interpreted as mast- 
cell granules, although L forms of 
bacteria may be similarly stained." 
There is no definite round or oval 
nucleus present in the picture. 

In our opinion, the variably acid- 
fast coccoid forms noted in some 
sweat glands in scleroderma should be 
studied because these acid-fast gran- 
ules constitute the most striking evi- 
dence of acid-fast material in the der- 
mis. The true importance of these 
granules is not certain, but they have 
been considered by Pinkus and Mehre- 
gan* to be a normal finding. Dobson 
and Abele” have demonstrated simi- 
lar particles in Giemsa-stained and 
toluidine blue O-stained sections in 11 
of 12 patients with hypothyroidism. 
Cawley et al, using the Nile blue 
stain, detected eccrine granules in 
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every case of 30 studied at necropsy, 
except in those patients younger than 
12 years. These authors relate these 
granules to lipofuscin, a form of "wear 
and tear" pigment. Moscovic,** favors 
the idea that these granules represent 
forms of "anonymous bacteria, lyso- 
genie mutants of mycobacteria, and 
mycobacterial L-bodies." 

Recent studies by Domingue et al* 
and Tedeschi et al have suggested 
that human blood may normally har- 
bor cell-wall-deficient forms of S epi- 
dermidis, Corynebacterium and strep- 
tococcal-like organisms. Some of these 
forms are acid-fast in vivo. Living- 
ston and Livingston" have demon- 
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strated certain of these cell-wall-defi- 
cient forms in patients with collagen 
and neoplastic diseases. 

Nodular scleroderma is a fascinat- 
ing disease to study because of the 
unique finding of multiple, well- 
defined areas of collagen-altered skin 
changes surrounded by normal- 
appearing skin. The role of microbes 
in the pathogenesis of collagen dis- 
ease may be elucidated by the further 
search for bacteria within the lesions 
of scleroderma. 
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Cutaneous Involvement 


cin Lennert's Lymphoma 


Joe M. Roundtree, MD; Walter Burgdorf, MD; Michael R. Harkey, MD 


* Lennert's lymphoma is a fairly dis- 
tinct clinicopathologic entity that may 
rarely involve the skin. Patients tend to be 
elderly women with prominent cervical 
adenopathy; they often have a rapidly fatal 
disease course. We describe here an 85- 
year-old woman with lymphadenopathy 
and erythematous cutaneous nodules 
who had malignant lymphohistiocytic 
infiltrates in both her skin and lymph 
nodes, with a high concentration of epi- 
thelioid histiocytes in the latter. 

(Arch Dermatol 116:1291-1294, 1980) 


n 1968, Lennert and Mestdagh' used 

the term "Hodgkin's disease with 
constantly high content of epithelioid 
cells" to describe a lymphoma charac- 
terized by numerous epithelioid histio- 
cytes, few giant cells, preponderantly 
small atypical lymphocytes, and a 
scarcity of mitoses. Today, as with 
most non-Hodgkin's lymphomas, the 
exact classification and nomenclature 
of this disease are confusing. Nev- 
ertheless, there do seem to be lympho- 
mas that occur mostly in older female 
patients, which present in a diffuse 
fashion, show a typical histological 
appearance, and have a variable, but 
often poor, outlook. Kim et al,” in their 
clinieopathologie study of 19 such 
cases, found cutaneous involvement in 
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only two. We report an additional case 
of Lennert's lymphoma with cuta- 
neous involvement. 


REPORT OF A CASE 


An 85-year-old woman initially com- 
plained of abdominal pain, nausea, and 
vomiting, along with swelling of the glands 
in her neck. Her abdominal distress was 
caused by adhesions and a partial small- 
bowel obstruction that was surgically cor- 
rected. 

A biopsy specimen of a lymph node from 
the anterior cervical region showed a ma- 
lignant lymphoma with a large population 
of epithelioid cells. Results of a bone mar- 
row examination were normal, and an 
upper gastrointestinal tract contrast ex- 
amination and a barium enema examina- 
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Fig 1.—Lymph node showing clusters of epithelioid histiocytes and accompanying small 






tion indicated only a suggestion of splenic 
enlargement. The patient was subsequent- 
ly referred to the Oklahoma Medical 
Research Foundation, Oklahoma City, for 
further evaluation and treatment. 

At this time, 2% months after bowel 
surgery, she complained only of swelling of 
her cervical lymph nodes and of a 3.15-kg 
weight loss, which was attributed to the 
surgery. The patient had been aware of 
skin nodules for the past two months, but 
they were asymptomatic and had not 
increased noticeably in size or number. She 
specifically denied having fever, chills, or 
night sweats. Physical examination indi- 
cated a chronically ill woman with promi- 
nent cervical and supraclavicular lymphad- 
enopathy but no inguinal lymphadenopa- 
thy, tonsillar enlargement, or abdominal 
organomegaly. Numerous asymptomatic 


but atypical lymphocytes (hematoxylin-eosin x 125). 
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Fig 2.—Epithelioid clusters shown in Fig 1 under higher magnification (hematoxylin-eosin 
x 500). 





reddish nodules and plaques ranging from 
1 to 5 em in diameter were present on her 
arms, back, and buttocks. The remainder of 
the results of the physical examination 
were normal. 

Her WBC count was 4,600/cu mm, with a 
normal differential cell count and with no 
atypieal lymphocytes. She was slightly 
anemie (hemoglobin level was 10.7 g/dL; 
hematocrit reading was 32.1%) with a 
decreased total serum protein level (82 
g/dL). No monoclonal spike was present. 
Liver function test results were normal, 
except for a lactic dehydrogenase level of 
235 IU/L (normal, 100 to 190 IU/L). The 
liver-spleen scan with technetium Te 99m 
sulfur colloid suggested splenomegaly. 


FINDINGS 


Only formaldehyde solution-fixed, 
paraffin-embedded sections of the 
lymph node were available. They 
showed that the entire normal nodal 
architecture had been effaced, and no 
germinal centers could be identified. 
The preponderant cell was an epithe- 
lioid histiocyte with a vesieular nu- 
cleus and prominent pale eosinophilic 
cytoplasm. These cells were arranged 
in groups of varying size from small 
clusters to large sheets (Fig 1 and 2). 
Intermixed with the epithelioid histio- 
cytes were small lymphocytes, some 
with slightly cleaved nuclei. No mi- 
toses were seen. Larger atypical lym- 
phocytes ("immunoblasts") were also 
present but in far smaller numbers. 
Giant cells were not seen in the lymph 
node, and there was no vascular prolif- 
eration or sclerosis. 

Another bone marrow aspiration 
and biopsy were done. In a single area 
on one clot specimen, a tiny focus of 
epithelioid cells along with atypical 
small lymphocytes was found. 

Two 3-mm punch biopsy specimens 
were obtained from large plaques on 
the right arm and buttock. The tissue 
from the arm showed a sparse lym- 
phocytic perivascular infiltrate with 
no atypical cells. Although the epider- 
mis from the buttock was normal, the 
dermis was involved by a lymphohis- 
tiocytic infiltrate (Fig 3) that was 
perivascular in the upper dermis but 
was condensed into sheets in the deep 
dermis and involved the subcutaneous 
fat (Fig 4). The infiltrate had many 
fewer epithelioid cells than are found 
in the lymph node (Fig 5), but giant 
cells (Fig 6) of the wreath type were 
easily identified. Methenamine silver, 


Fig 3.—Diffuse replacement of both upper 
and lower dermis by lymphohistiocytic 
infiltrate. Superficially, infiltrate is perivas- 
cular and spares epidermis, while more 
deeply, it involves subcutaneous fat (he- 
matoxylin-eosin x 50). 
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Fig 4.—Lymphohistiocytic infiltrate involv- 
ing subcutaneous fat (hematoxylin-eosin, 
x-125). 


PAS, Ziehl-Neelsen, and  Brown- 
Brenn stains showed no microorga- 
nisms. 

“Because of the similarity of the 
infiltrate in the lymph node, bone 
marrow, and skin, the patient's dis- 
ease was diagnosed as Lennert's lym- 
phoma, stage IV A, and she began 
receiving combination chemotherapy 
consisting of cyclophosphamide (Cy- 
toxan), vincristine sulfate (Oncovin), 
and prednisone. Six months after the 
initiation of therapy, she still had 
cervical lymphadenopathy but was 
asymptomatic. Many skin lesions had 
disappeared, and the remaining nod- 
ules were smaller. 


COMMENT 


“Lennert’s lymphoma" remains a 
confusing entity, as recent articles, 
including those by Lennert, attempt 
to redefine or even eliminate the 
term. But, as the Table demonstrates, 
our patient fits into the fairly distinct 
clinical picture described for patients 
in two large series’ of Lennert’s lym- 
phoma. 

The differential diagnosis of a 
patient with a lymph node biopsy 
specimen (such as our patient) in- 
cludes Hodgkin’s disease, angioimmu- 
noblastic lymphadenopathy (AILD), 
and toxoplasmosis. We believe that 
several factors allow exclusion of each 
of these considerations and permit a 
diagnosis of Lennert’s lymphoma to 
be made histologically as well as clini- i AER aay ‘pep 
cally. On biopsy, Hodgkin’s disease Fig 5.—Small lymphocytes and histiocytes in deep dermis. No clusters of epithelioid cells 
should have Reed-Sternberg cells, and 7° present (hematoxylin-eosin x 500). 
the accompanying lymphocytes should 
be generally small and benign. Pa- 
tients with AILD often have a history 
of drug exposure; they usually have a 
macular erythematous eruption rath- 
er than dermal nodules. Histologically, 
AILD shows vascular proliferation 
and a preponderantly immunoblastic 
infiltrate. Toxoplasmosis is included 
in the histologic differential diagnosis 
of Lennert’s lymphoma, but our 
patient was elderly, had not had a 
febrile illness, and did not keep cats. 
Furthermore, the typical histologic 
features of toxoplasmosis lymphade- 
nitis, including preserved nodal archi- 
tecture and active follicular centers, 
were absent. 





i Fig 6.—Wreath-type giant cell and histio- 
. cytes in deep dermis (hematoxylin-eosin 
x 500). 
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linicopathologic Features of Lennert’s Lymphoma 





Present Series 








*Fever, weight loss, and night sweats. 
TOut of total of 19 patients. 
TOut of total of 15 patients. 


The role of the epithelioid infiltrate 

in Lennert's lymphoma is unclear. 

-. Risdall et al,‘ in an autopsy study of 92 

eases of non-Hodgkin's lymphoma, 

reported "significant numbers" of 

` epithelioid histiocytes in eight cases 

of diffuse histiocytic lymphoma and in 

"two cases of diffuse, mixed histiocyt- 

_ ie-Iymphocytie lymphoma. In only one 

of the ten cases was the epithelioid 

pattern present consistently in both 

the diagnostic initial biopsy specimen 

and the autopsy material. Thus, it 

seems that epithelioid histiocytes may 

be part of the reaction in a variety of 

‘malignant lymphomas and not unique 
to Lennert's lymphoma. 

Most diffuse non-Hodgkin's lym- 
phomas with an associated epithelioid 
reaction have been T cell in origin. 
Nathwani’ found T-cell markers in 16 
of 19 such cases, while the other three 
were apparently of B-cell origin. 
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Age, yr 85 23 to 75 (median, 49) 30 to 81 (median, 58) 


Sex (No.) F(1) F(14) F(9) 
Lymphadenopathy Yes 19 15 
Associated symp- 
^e toms* No 11 6 
Skín involvement Yes 2 
Anemia Yes 12 Unremarkable 
. Circulating 
lymphocytosis No 0 Unremarkable 
Clinical splenomegaly No 10 1 








Kim et al; 
19781 


Burke and Butler, 
19761 




















Lukes and Parker* confirmed the T- 
cell origin of the lymphocytes in a 
"small.group" of cases of Lennert’s 
lymphoma. Said et al’ studied two 
cases immunologically and ultrastruc- 
turally. Characterized immunological- 
ly as T cells, the preponderant cells 
were small lymphocytes with round or 
slightly irregular nuclei and abundant 
cytoplasm; a "minor population of 
cells (20-30%)” were larger and more 
atypical. 

Lennert's lymphoma is itself rare, 


but cutaneous involvement in this dis- 


ease is extremely unusual, being seen 
in only two of 35 cases in the two large 
American series. Clinically, the ery- 
thematous nodular cutaneous infil- 
trates would surely suggest malignant 
lymphoma as part of the differential 
diagnosis, Dermatopathologie inter- 
pretation in the absence of a positive 
node biopsy specimen eould produce 
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more problems. The histiocytes tend 
to obscure the malignant lympho- 
cytes, and an infectious granuloma- 
tous response might be diagnosed, 
especially since giant cells are present. 
We did not pursue an infectious basis 
for this infiltrate further, because the 
histologic skin findings correlated so 
well with the changes in the lym 
node and bone marrow. Another diag- 
nostic consideration was lymphoma- 
toid granulomatosis, but we thought 
this was unlikely because of the 
normal roentgenologic examination of 
the chest, absence of ulcerated cuta- 
neous lesions, and lack of cutaneous 
vessel destruction histologically. 

Our ease had several unusual micro- 
scopic features. The lymphohistiocytic 
neoplastic infiltrate was massive, 
obliterating large areas of the dermis 
and extending into the subcutaneous 
fat, a feature that had not been pres- 
ent in previous cases. Furthermore, 
giant cells were present, even though 
they were absent in the lymph node 
and bone marrow tissue. Finally, in 
the upper dermis, the infiltrate was 
arranged around small blood vessels. 
Skin is not an optimal tissue for the 
diagnosis or classification of malig- 
nant lymphoma, but a skin biopsy may 
aid in assessing extranodal involve- 
ment. A cutaneous infiltrate, rich in 
histiocytes and atypical small lympho- 
cytes in a clinical setting compatible 
with lymphoma, should suggest the 
diagnosis of Lennert's lymphoma. 


Richard H. Bottomley, MD, allowed us to study 
and observe this patient. John A Stewart, J. r, MD, 
performed the skin biopsies. 


lymphoreticular neoplasms, in Twomey JJ, Good 
RA (eds): The Immunopathology of Lymphoretic- 
ular Neoplasms. New York, Plenum Medical 
Book Co, 1978, pp 239-254. ©. 

7. Said JW, Hargreaves HK, Pinkus GS: Non- 
Hodgkin's. lymphoma: An ultrastructural study 
correlating. morphology with immunologic cell 
type. Cancer 44:504-528, 1979. 
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The Ectodermal Dysplasias 


Problems of Classification and Some Newer Syndromes 


* 

@ The ectodermal dysplasias are a 
heterogeneous group of disorders that, in 
the past, has included conditions best 
classified as progeroid disorders. The 
inaccuracy of the terminology has led to a 
proliferation of syndromes in which the 
patients are said to have poorly defined 

“ectodermal dysplasia," and a real need 
exists to define that appellation further. 
We suggest that the term "ectodermal 
dysplasia” be limited to those disorders 

|. that are congenital, are diffusely present, 
are not progressive, and do involve the 
epidermis and at least one of the append- 
ages. We recognize that a heterogeneous 
group of disorders remains that gener- 
ically have certain similarities. Not 
enough is known about the defects in 
each of the elements of the skin affected 
in these conditions to classify them more 
accurately. Several recently described 
disorders appear to have some degree of 
ectodermal dysplasia. 

(Arch Dermatol 116:1295,1299, 1980) 


he ectodermal dysplasias (EDs) 
constitute a heterogeneous group 

of disorders that appear to share cer- 
tain morphologie features; they are, 
therefore, examples of phenotypic 
heterogeneity. Increased delineation 
of syndromes with ectodermal defects 
has led to considerable difficulty in 
developing a coherent classification of 
these disorders. Futhermore, the term 
“ectodermal dysplasia” is often ap- 
plied so loosely, both in clinical prae- 
tice and in the literature, as to pre- 
elude an accurate interpretation of the 
term. This review will summarize the 
current classification scheme of the 
EDs, describe some of the more 
recently reported disorders that have 
been encompassed in them, and dis- 
cuss some of the difficulties engen- 
dered in considering the cutaneous 
changes encountered in dysmorphic 
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syndromes. In this article, the term 
"dysmorphie" is used to mean devel- 
opmental abnormality of an organ 
such as the skin. 


PROBLEMS OF CLASSIFICATION 
History 


The term "hereditary ectodermal 
dysplasia" was first used by Weech,' 
although other physicians had recog- 
nized patients with dysmorphic de- 
fects in cutaneous structures during 
the 19th century.** The term seemed 
to be a useful substitute for others, 
such as “dystrophy of the teeth and 
nails” or “congenital ectodermal de- 
feet." Weech proposed hereditary ED 
to describe disorders in which the 
affected tissue derived principally 
from ectoderm, in which such defects 
were developmental, and in which he- 
reditary transmission of the disorder 
was a constant feature. At that time 
the term was originated to character- 
ize Christ-Siemens-Touraine (CST) 
syndrome, an entity then well recog- 
nized and characterized by hypotri- 
chosis, hypodontia, occasional onycho- 
dysplasia, and anhidrosis. Though the 
inheritance pattern was generally felt 
to be X-linked recessive, the appear- 
ance of the disorder in several females 
led Weech to speculate that the 
affected individuals might represent 
new mutations. He recognized the 
importance of this phenomenon but 
was unable to explain it. 

In addition to his review of the 
subject, Weech reviewed ten previous- 
ly published cases of CST syndrome, 
but did not include certain unspecified 
reports of familial cases that he felt 
did not meet his criteria. Earlier, 
Wedderburn’ had described a Hindu 
family with ten men who had anhidro- 
sis, hypotrichosis, and anodontia. 
Thurman,’ in England, had described 
a 58-year-old man with CST syn- 
drome, the first case considered by 
Weech to be an adequately evidenced 
example of the disorder. Guilford,’ an 
American dentist, deseribed the next 
patient, and other reports soon fol- 
lowed.** Today we consider CST syn- 
drome to represent X-linked anhidrot- 
ie ectodermal dysplasia (AED).*'* In 
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addition. to hypodontia, anhidrosis,. 
occasional onychodysplasia, and hypo-.. 
trichosis, patients with AED have . 
decreased pigmentation of the hair, 
skin, and eyes, a very high incidence 
of atopic dermatitis," and a peculiar 
anomaly of the hair shaft." Aoyagi 
and Porter” studied 14 patients with 
anhidrotie ectodermal dysplasia using 
scanning electron microscopy and 
found longitudinal clefts and grooves 
inthe hairs, about 1 em distal to the 
bulbs. We examined the hair from a 
small number of such patients using 
scanning eleetron mieroscopy and con- 
firmed their findings. 
authors: also. described a "disorga- 
nized” hair shaft with abnormalities 
of sulfur concentration in some of the 

shafts. uus 
Clouston” distinguished two forms. 
of hereditary ED, anhidrotie and 
hidrotic types, and discussed in detail. 
the autosomal dominant inheritance 
of the hidrotic type that he found ina 
French-Canadian kindred. The domi-: 
nant form has come to be known as 
hidrotie ED, or Clouston's syndrome, 
and several hundred patients have 
been reported to have the characteris- 
tic features of nail dystrophy, hypotri-: 
chosis, and thick dyskeratotie skin on: 
the palms and soles." In the same 
article,” Clouston presented four new . 
cases of the anhidrotie X-linked type 
and: observed that the nails in this . 
condition were often normal while 
breast tissue was absent, and that the... 
anterior lobe of the pituitary gland: 

(also. of ectodermal origin) often 
exhibited dysfunction. This dysfunc- 
tion’ was manifested by roentgeno- 
graphic evidence of abnormal skull 
bones, hypotension and hyperpigmen- - 
tation, and abnormally low serum glu- 
cose levels during fasting. ; 


Defining ED 


As new reports of disorders with 
“ectodermal” abnormalities continue 
to proliferate, the task of defining ED 
has become increasingly difficult. 
Freire-Maia'? noted that ED is patho- 
genetically "a developmental defect, 
which, at the embryological level, 
affects the ectoderm" (Table 1). Yet 
this pathologie process often affects 
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The same 




















dating the concept of “one-layer dis- 
ease.” Germ layers interact with one 
another, and it is possible that some 
complex structures may be derived 
from more than one embryologie 
layer. In the skin, dysmorphism of the 






Table 1.—Tissues or Structures 
Derived From Ectoderm 










Epidermis 
Keratinocytes, melanocytes 
Hair 
Sebaceous glands 
Eccrine glands 
Apocrine glands 
Nails 

Teeth 

Lens of eye, conjunctiva 

Anterior pituitary gland 

Nippies 

Ears 

Mucosa 
Mouth, nose, rectum, and 

associated glands 

CNS 

Medulla of adrenal glands 






















Hypohidrotic ED, autorecessive** 
ndrome 


drome” 


-Osseous syndrome” 


Gorlin's syndrome? 





other tissues as well, thereby invali 


* 
: Rosselli-Gulienetti. sy p^ Autosomal recessive 
: 
j. Ectrodactyly-ED-clefting syn Autosomal dominant 
Hidrotic ED (Clouston's syndrome)” Autosomal dominant 
5. Trichodento: 


Subgroup 2-3-4 
~Hypoplastic enamel-onycholysis-hypohidrosis* 


Subgroup 1-2 





the secondary result of a mesodermal 
defect. Finally, should isolated pitui- 
tary dysgenesis be considered an ED 
because the pituitary is of ectodermal 
origin? Practically, such broad classifi- 
cation would render the term “ecto- 
dermal dysplasia” meaningless. 
Clearly, more precise classification 
of the EDs is desirable. In attempting 
such a classification, we need a solid 
data base on which to rest it. In many 
of the so-called EDs we have no firm 
understanding of which cutaneous 
structures are affected, let alone 
which part of each structure. Of the 
entities with which we are familiar, 
X-linked AED seems to be the best 
defined. We know that in AED, mela- 
nocytes, hair, sebaceous glands, and 
eccrine glands are affeeted; we know 
less about the apocrine glands and 
keratinocytes. The ^ mucous-mem- 
brane-associated glands- are small, 
and the teeth and dermis are clearly 
abnormal. We know nothing about the 












Heterogenous 


















“|. Oculodentodigital syndrome” 
|. .Monilethrix and anodontia'^ 
Oral-facial-digital syndrome (type 1): 







Curly hair-ankyloblepharon-nail dysplasia’ 
_-Palmoplantar hyperkeratosis and alopecia* 
Onychotrichodysplasia with neutropenia 






*Data from Freire-Maia 
groupings. 
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Subgroup 4-3 


Subgroup 2-4 
Marshall's ED with ocular and hearing defects" 


















X-inked dominant? 





Autosomal: dominant 








Hetel 





ED represents ectodermal dysplasia. See text for explanation of 


epidermis and its appendages may be | 


Langerhans’ cells, but there is some 
evidence of immunologie abnormali- 
ties in these patients." It seems clear 
that the name “anhidrotic ectodermal 
dysplasia" is clearly ensconced in the 
literature, at least as an X-linked dis- 
order and should remain so. On the 
other end of the seale, when a single 
element of the skin, such as the hair, is 
affected (as in Marie-Unna hypotit- 
chosis'*), the term “trichodysplasia,”* 
identifying the unit affected, seems 
most appropriate. In the ectrodactyly- 
ED-clefting syndrome, both melano- 
cytes and pilosebaceous organs are 
affeeted.* In the oral-facial-digital 
syndrome, the pilosebaceous organs in 
skin and eyelids are affected,” where- 
3s other cutaneous structures appear 





to be spared. In another disorder, car- - à 


tilage-nail hypoplasia, only the nails 


„are involved. It should become evident 


from the foregoing that not all "ecto- 
dermal dysplasias" are even remotely 
alike. 

In a recent review, Freire-Maia? 
rightly pursued the question, "What is 
an ED?" or "What qualities does it 
possess?" A recent overview of the 
terminology of development may help 
üs examine this issue." The word 
"dysplasia" means disorder of growth 
of a.tissüe; as opposed to that of an 
organ or limb. It was commonly 
applied to skin because the skin was 
thought of as a single tissue, rather 
than the complex organ it really is. In 
reality, the word is commonly used to 
Suggest an abnormality in which the 
affected tissue is less developed than 
one would expect or is functionally 
incomplete. Thus, “dysplastic” skin is 
a vague term that usually connotes 
poorly developed, “thinner,” or “weak- 
er” skin, The term is not synonymous 


‘with aplasia but may be. difficult: to 


differentiate from hypoplasia. When 


_ applied to the nails it may also mean 


hypertrophy, The term “dysplastic” is 


not usually used to describe skin that 


has a definable abnormal quality, 
such as ichthyosis. or epidermolysis. 
"Dysplastie"- hair’ is. thinner, more 
fragile, weaker, and present in fewer 
numbers than usual. The number of 
abnormalities that can lead to the 
general. appearance of “dysplastic” 
skin or appendages is legion. In the 
hair, for example, cuticular, medul- 
lary, cortical, or follicular abnormali- 
ties at several levels can lead to weak, 
easily fractured hair. Which abnor- 





*The prefixes tricho- and pilo- (one of Greek, 
the other of Latin, origin) both mean hair. The 


y 


prefix is used to match the origin of the rest o£ „P ^ 


the word; triche- with dysplasia (Greek), pilat 
with sebaceous (Latin). s 
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= malities must be present to qualify a 
disorder for inelusion of the affected 
hair in a category of “ectodermal” 
defect? At present, this question has 
largely gone unanswered. 
Quantitatively, one could also ask 
how:many defects must be present to 


qualify for inclusion in the diagnosis . 
-Sof ED. Pinsky” has suggested that 


ayndromes be identified with near 
"relatives" into groups, so that the 
hand-foot-ED anomalies would be- 
come a group to which like syndromes 
might be added. There has been some 
objection to this notion, but in the ED 
group we have cogent reason to eon- 
sider it seriously. Freire-Maia® has 
suggested that to qualify as an ED, 
the disorder must demonstrate a pri- 
mary abnormality of hair, teeth, nails, 
or eccrine. glands (or sweat function), 
i in addition to one other “ectodermal 


sign," such as abnormalities of ears, 


lips, dermatoglyphies, or CNS. Disor- 
ders that affeet ectodermal structures 
secondarily (erythropoietic porphyria, 
phenylketonuria, xeroderma pigmen- 
tosum, or Hartnup disease) are then 
excluded. Freire-Maia has composed a 
classification table and arbitrarily 
designated categories of abnormali- 
ties. These include the following: (1) 
triehodysplasia; (2) odontodysplasia; 
(3) onyehodysplasia; and (4) dyshidro- 
sis (ie, anhidrosis), Defects of other 
ectodermal structures (the: “ectoder- 
mal signs" alone) are assigned to a 
fifth category. Within this system, 
anhidrotie ED would be. designated 
1-2-3-4, as would dyskeratosis congen- 
ita. Rothmund-Thomson syndrome 
(poikiloderma congenitale) would be 
in the 1-2-3 subgroup (no sweating 
disorder) The numerical subgroup 
could thus serve.to aid in the recall.of 
major structures affected (Table 2). 
Dermatologists: will recognize the 
deficiencies of this process and will 
question the inclusion of. disorders 
that have other established (though 
vague) uses, sueh as "dyshidrosis," 
and for which the cutaneous abnor- 
.malities are ill-defined, | undocu- 
mented, or based on gross exmination 
without histologic data. For example, 
a syndrome of growth failure, cleft 
palate, “ectodermal dysplasia," and 
apparent pancreatic insufficieney was 
recently described in two siblings by 
Donlan.? The cutaneous changes were 
described as "severe eczema." Dental 
hypoplasia and sweating were both 
present. Are the findings, as pre- 
sented, sufficient to justify the label 
“ectodermal dysplasia"? The ease ex- 
«, ample is typical of the current vague 
Ms unsatisfactory use of the term. 
f nother interesting case has been 


;,,'Arch Dermatol--Vol 116, Nov 1980 


deseribed by Hanson et al, who dem- 
onstrated “ectodermal defects" with 
craniofacial anomalies and chondro- 
osseous dysplasia. The cutaneous ab- 
normalities included sparse, fine hair, 
missing teeth and hypoplastic enamel, 
split nails, and a localized area of 
“dermal hypoplasia” over the base of 
the nose. These reports are represent- 
ative of the increasing number of 
patients with a wide constellation of 
dysmorphie changes in the skin and 
related structures who are reported as 
having ED. Clearly, many authors 
believe the skin to be a single organ, 
when, in fact, the skin contains a 
community of appendages that devel- 
op at different embryologic stages. 
Each element of the skin and its 
appendages should be considered care- 
fully in evaluating the condition. of 
these patients. 

Furthermore, while exact causes are 
unknown, any classifieation of con- 
genital ectodermal disease should take 
into aecount the differences that exist 
between the EDs and the progeroid 
syndromes, such a$ Rothmund-Thom- 
son, Werner's, dyskeratosis congenita, 
and  Cockayne's. syndromes, . This 
group of conditions seems to have.a 
progressive nature to the diseases, 
lacking in the EDs. Disordered growth 
of skin or other tissues seems to wors- 
en with age in the progressive group, 
as opposed to the static cutaneous 
conditions, or improvement with age, 
found in AED. 

The term “ectodermal dysplasia” 
will probably continue to be used but, 
in our view, it should be reserved for 
conditions that meet the following 
criteria: (1) the disease is congenital; 
(2) the disease has proven diffuse (as 
opposed to localized) involvement of 
the epidermis and at least one of the 
üppendages: hair, sebaceous glands, 
eccrine glands, nails, mucosa, and 
teeth; and (3) the disease is not pro- 
gressive. The name "ectodermal dys- 
plasia” will eontinue to be applicable 
toa number of disorders and should be 
considered a descriptive or generic 
term. 


NEWER SYNDROMES WITH 
'ECTODERMAL DYSPLASIA' 


X-linked AED is well recognized by 
dermatologists and pediatricians, and 
hidrotic autosomal dominant (Clous- 
ton-type) ED has been deseribed in 
the first section of this article. There 
are other disorders, however, charac- 
terized in large measure by dysmorp- 
hic changes in the epidermis and its 
appendages, that are not well known 
to many physicians, including derma- 
tologists. Having argued against the 





notion of indiscriminate use of the 
term, we would nonetheless like to: 
examine a number of fairly recent. 
additions to the syndromology of ED 
in whieh the cutaneous components: 
are partly known and have been char- 
acterized by the generic term “eetos i 
dermal dysplasia." i 


Rapp-Hodgkin Hypohidrotic ED 


Rapp and Hodgkin” described three. 
patients in one family who had à 
distinct type of anhidrotic ED inher--: 
ited as an autosomal dominant trait. | 
The affected woman and her children. 
(one male and one female) demon 
strated inability to sweat, “slow” hair. 
growth, poor dentition, and small, nar- 
row, “dysplastic” nails. Pyrexia was 
reported in response to elevated envi- 
ronmental temperature. The mother 
had acleft palate and the son had cleft 
lip-palàte, while the daughter pos- 
sessed scant soft palate tissue and' 
lacked -a uvula. All patients demon- ` 
strated reduced sweating after pilo-. 
carpine hydrochloride stimulation, al- 
though the daughter was less severly 
affected. No eccrine sweat glands 
could be found in the only skin biopsy : 
specimen obtained (from the moth- 
er). 

Summitt and Hiatt® described 
another patient with hypohidrosis, 
hypodontia and severe dental caries, . 
short stature, cleft lip-palate, hypo- 
spadias, aplasia of the lacrimal pune- : 
ta, and abnormalities of the ears. A 
skin biopsy specimen was found to b 
devoid of appendages. The similarity’. 
of this patient to those of Rapp and 
Hodgkin was not apparent at the 
time, since hypospadias and growth. 
retardation had not been mentioned 
in their initial report. Wannarachue et.- 
al restudied the patients of Rapp and. 
Hodgkin and reported that hypospa- 
dias and short stature were present in 
the original subjects of the report.. 
They also expanded the description of 
the craniofacial anomalies in these: 
patients to include a high forehead, 
narrow nose,. hypoplastic maxilla, 
small mouth with conically shaped: 
teeth, and hypodontia. 


The Ectrodactyly-ED-Clefting 
Syndrome 


Rüdiger and co-workers first de=- 
scribed the association of ED with: 
ectrodactyly (lobster-claw deformity: 
of the hand) and cleft lip-palate in a 
woman who also had photophobia, 
absence of the lacrimal puncta and 
tearing, dental dysplasia, and short 
stature. The association of ectrodacty- 
ly and cleft lip-palate had been 
observed before? in patients who 
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were characterized by fair, scaly, 
hypopigmented skin, hypoplastic nip- 
ples, and abnormal nails. The hair of 
these patients was sparse, wiry, and 
hypopigmented. Partial anodontia 
and carious teeth have also been 
“described, as have blue irides and 
_« blepharitis. The ectrodactyly consists 
^. of absence of some fingers and toes, 
| which results in syndaetyly and a 
| "lobster-claw" deformity of the hands 
and feet. In a study of six patients, 
Pries et al found numerous eccrine 
glands in skin biopsy specimens, 
though hair follicles were diminished; 
few sebaceous glands were seen, and 

“the Meibomian glands of the eye were 

found to be grossly deficient. Ecerine 

- gland function, as measured by 5% 

O-phthaladehyde staining, appeared 
to be normal. Numerous other reports 
have appeared," adding new cases 
5v to the literature and emphasizing that 

".daeryocystitis and its inevitable se- 
|: quelae, corneal scarring and blind- 
ness, are the most serious complica- 
-< tions of the syndrome. 

Schmidt and Nitowsky™ reported on 

a woman with isolated ectrodactyly 
' who gave birth to a daughter with 

ectrodactyly-ED-clefting syndrome. 

However, the trait is quite variable in 
.its expressivity, and, although it is 
presumed to be autosomal dominant, 
the preponderance of female patients 
has been puzzling. 

Another disorder, considered sepa- 
rately by some," was reported by Ros- 
selli and Gulienetti/* Four patients 

;, were described with the following con- 

stellation of abnormalities: . sparse 
| hair, fine desquamation of- skin, 
enamel defects and hypodontia, ab- 
^, normalities of the external genitalia, 
syndactyly, nail dysplasia, piloseba- 
ceous hypoplasia, cleft lip-palate, and 
multiple pterygia. Two of the patients 
were siblings, while the other two 
|, appeared to be the result of a sporadic 
occurrence. These patients may have a 
* forme fruste of the ectrodactyly-ED- 
clefting syndrome. 










The Trichorhinophalangeal 
(TRP) Syndrome 


The TRP syndrome is characterized 
by. the presence of a “pear-shaped” 
“nose, hypopigmented sparse fine hair; 
cand digital epiphyseal coning result- 
ing in short fingers. It appears to 
"(result from different genocopies. Gie- 
;dion** coined the term and described 
the major features, as have Gorlin et 

alj? Fontaine et al, and Kuna et al.” 
Pashayan et al** studied a family with 

=< three affected children whose mother 
had roentgenologic evidence of phal- 
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also had ED. The cutaneous changes- 


angeal dysplasia and whose father 


demonstrated scanty, fine scalp hair. 
Affected patients are of normal intel- 
ligence. The dysmorphic cutaneous 
features included sparse eyelashes 
and eyebrows and fine (ie, decreased 
diameter) scalp hair, with approxi- 
mately 25% of normal density. Many 
of the individual hairs were not 
medullated, resembling vellus hairs. 
Skin biopsy specimens from the scalp 
disclosed numerous eccrine glands and 
few hair follicles or sebaceous glands. 
Although thin, brittle nails have been 
reported in some patients, this ap- 
pears to be an inconstant feature of 
the syndrome. Other abnormalities 
found were high arched palate and a 
peculiar tubercle of normal skin below 
the lower lip, which is considered a 
very constant indicator of the syn- 
drome when found in a person with a 
pear-shaped nose. The phenotypic 
expression of the disorder in some 
families is evidence of an autosomal 
dominant trait and demonstrates the 
need for careful study of relatives. 


The Oral-Facial-Digital Syndrome 


In 1954, Papillon-Léage and 
Psaume* described eight female. pa- 
tients with oral, facial, and digital 
abnormalities. The oral manifesta- 
tions included clefts of the lip, lobed 
tongue, fibrous bands of the alveolar 
ridge, malposition of the maxillary 
canine teeth, and dental caries. 

Infants may also. have giant milia of 
the face and ears and aplasia of the 
alar cartilage. Basilar skull hypoplasia 
may also be seen. Digital anomalies 
include syndactyly and. clinodactyly. 
Mental retardation is a feature in half 
of the patients, and, according to 
Smith, the average IQ is reduced. to 
70.“ Additional cutaneous features 
consist of alopecia, scaling of the 
scalp, and a reduction in the number 
of sebaceous glands.'*^ Renal anoma- 
lies have also been reported in some of 
the patients, including congenital ar- 
terial. obstruction leading to hydro- 
nephrosis." The means by which the 
disorder is transmitted has not yet 
been determined with certainty, but 
the available evidence suggests 
X-linked dominant inheritance with 
lethality in the male. 


Nail Dystrophy-Deafness Syndrome 


Robinson et al* described a kindred 
in which five persons had peg-shaped 
teeth and partial anodontia, hypoplas- 
tic and dystrophic nails, and sensori- 
neural deafness. Syndactyly and poly- 
dactyly have been recorded, and some 
patients demonstrate elevated sweat 
chloride levels." The abnormal nails 





are present at birth and are small, 
with furrows and cracks in the nail 


plates. The hair is described , as 
normal The syndrome appears to be 
inherited through an autosomal domi- 
nant gene. 


Trichodento-osseous Syndrome 


Affected individuals have kinky 
hair, small, widely spaced teeth with 
pitting of the enamel, frontal bossing, 
a squarish jaw, increased bone density 
on x-ray films, and brittle nails that 
demonstrate ^ superficial ^ peeling. 
Lichtenstein et al studied a kindred 
in which 107 persons were affected, 
and they demonstrated an elevated 
serum acid phosphatase level in their 
patients. The disease appears to be 
inherited through an autosomal domi- 
nant gene. Robinson et al' had al- 
ready reported the association of curly 
hair and enamel hypoplasia with nail 
hypoplasia. These patients probably 
have the same disorder as those of 
Lichtenstein et al, 


Johanson-Blizzard Syndrome 


Three female infants with a unique 
constellation of abnormalities were 
described by Johanson and Blizzard.” 

The patients all demonstrated aplastic 

alae nasi, aplasia cutis congenita of 

the scalp, deafness, absence of perma- 

nent teeth buds, microcephaly, hypo- » 
tonia, malabsorption due to exocrine ? 
pancreatic deficiency, primary hypo- 
thyroidism, rectourogenital abnormal- 

ities, and mental retardation. Schus- 
sheim et al” reported on a similarly 
affected male infant who was. the 
product of a consanguineous mar- 
riage. Recently, Mardini ‘et.al re- 
ported three additional cases from an 
extensively inbred. kindred. The aceu- 
mulated: evidence to date implicates. 

an autosomal recessive gene in the 
inheritance pattern of some of the 
cases, although other modes of trans- 
mission may also be operative. It 
appears to us that a disproportionate a 
number of these cases may not be 
reported, since our institution cur- 
rently cares for ten such patients. We 

have also noted the frequent occur- 
rence of thin, sparse, hypopigmented 
scalp hair in these patients. 

Complications arise primarily as a 
consequence of severe malabsorption 
and the rectourogenital anomalies, 
which often require surgical correc- 
tion. Several affected infants have 
died at an early age. The severe men- 
tal retardation is not altered by early 
administration of thyroid hormone, 
which does, however, lead to an y." 
increased growth rate in these p 
tients. E 
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Folie 4 Deux 


Factitious Ulcers 


Winthrope R. Hubler, Jr, MD, Winthrope R. Hubler, Sr, MD 


olie 4 deux is a psychotic disorder 

characterized by the sharing of a 
delusional pattern by two psychologi- 
cally interrelated individuals. As first 
described in 1877 by Laségue and Fal- 
ret, the two affected persons are 
usually longtime, intimately linked 
individuals. One of the pair is aggres- 
sive and dominant, the other submis- 
sive and suggestible. The dominant 
person has a delusional, often persecu- 
tory, psychosis, and the submissive 
partner adopts the delusional ideas. 
When the two affected individuals are 
separated, the delusions often persist 
in the primary partner and resolve in 
the secondary partner. Several excel- 
lent reviews of folie 4 deux have been 
published.” Gralnick? implied that the 
clue to understanding mental illness 
lies in the intertwining relationships 
of folie à deux. We present an exam- 
ple of folie à deux characterized by 
factitious ulcers. 


Report of a Case 


In 1970, twin 82-year-old sisters had 
almost identical recurrent ulcerations of 


Both Dr Hubler, Jr, and Dr Hubler, Sr, are in 
rivate practice. 


1 Reprints not available. 
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the lower extremities of six years' dura- 
tion. Neither sister could provide an expla- 
nation for the appearance of the ulcers that 
seemed to arise spontaneously from nor- 
mal skin in a short time. Both patients 
were in excellent health without hyperten- 
sion, vascular disease, diabetes, or other 
systemic illness, and a review of systems 
was negative. There was no history of drug 
or alcohol intake. Neither patient admitted 
to excoriating or manipulating the lesions. 
However, a nephew reported that the 
lesions were self-induced with a dinner 
knife and spoon. 

On physical examination, each sister had 
two to six deep ulcers with angular, linear 
borders situated bilaterally on the feet and 
distal extremities (Fig 1 and 2). No inflam- 
mation was present. Discrete scars were 
scattered on the lower part of the legs. The 
dorsalis pedis pulses were intact, and there 
was slight edema of the lower extremities. 
Results of the physical examination were 
otherwise unremarkable in both patients. 

Since the initial examination revealed 
findings consistent with factitious disease, 
a brief psychological history was taken. 
One of the sisters was very dominant and 
related the history and symptoms for both 
siblings. The twins had lived together since 
childhood and were spinsters. There was no 
known psychiatrie abnormality in the 
family. Both sisters had auditory and 
visual hallucinations, as related by the 
dominant sister who seemed to be more 





Fig 1.—Angular, sharply marginated ulcers 
without inflammation typical of factitious 
disease in dominant sister. 


intelligent and outgoing. The ulcerative 
lesions on the lower part of the legs had 
developed in the dominant sister first and 
similar lesions followed in the submissive 
sister. The sisters were quiet, avoided con- 
tact with neighbors, and were reclusive. 
Most of their family members were un- 
aware of the hallucinations and mental 
aberrations of the patients. 
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Fig 2.—Ulcerated lesions on distal extrem- 
ity of submissive sister. 


Antibioties given for systemic effect 
were initiated to treat secondary infection 
present in the ulcers, and chlorothiazide 
diureties were prescribed to treat the pedal 
edema. An occlusive dressing was applied 
to one extremity of each sister. The ulcers 
began to resolve spontaneously under the 
protective dressing except for one area in 
the dominant sister. However, it was 
obvious that she was disturbing the dress- 
ing over the active lesion. The dominant 
sister also began to have a severe inflam- 





matory, eroded dermatitis between the 
toes, probably resulting from the applica- 
tion of caustic chemicals. 

Psychiatric consultation was recom- 
mended but was immediately rejected by 
the dominant sister. In both patients, 
chlorpromazine (Thorazine) therapy was 
started on a trial basis and seemed to help, 
but the problem did not resolve entirely. 
After two years of outpatient therapy the 
patients were unavailable for follow-up 
examinations. 

In 1979, a final history was obtained. The 
evolving ulcers had continued until the 
dominant sister had died in 1976. The 
ulcers then spontaneously and rapidly 
healed in the surviving sibling. Her mental 
status seemed to return to a normal state 
for her age. 


Comment 


The cases reported here demon- 
strate the interrelationships of psy- 
chotic disorders and cutaneous dis- 
ease. The dominant twin had a classic 
delusional psychosis and eame to med- 
ieal attention through the develop- 
ment of factitious ulcerations of the 
distal extremities. The secondary, 
submissive person assimilated the 
aggressive psychotic disorder of her 
sister, as reflected in the development 
of factitious ulcerations on her own 
extremities. 

The suggestion of psychiatric con- 
sultation was totally rejected by the 
dominant sister, and local treatment, 
support, and understanding became 
the primary treatment objectives. The 
two affected individuals had become 


isolated from society and mutually 
self-supporting, with an intensified 
need for intimacy. A unitary delusion 
was ensured by one partner assuming 
the dominant role and the submissive 
partner accepting the delusional sys- 
tem, rather than threatening their 
interdependent relationship. 

More than two persons may share a 
unitary delusion (folie à trois; folie 4 
quatre); even large groups in isolated 
conditions such as mental institutions 
or communes may accept the delusions 
of a single individual. Folie à deux is 
clearly a psychotic phenomenon. How- 
ever, shared pruritus or pain is a com- 
mon condition in intimate individuals 
and this empathic symptomatology 
may be a sign of a similar but less 
intense interpersonal disorder. 

Folie 4 deux usually resolves with 
the physical separation of the two 
individuals. In our patients, the ulcer- 
ative dermatitis cleared totally in the 
submissive individual after the death 
of the primary dominant person of the 
pair. 
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Basal Cell Carcinoma Arising in a Chickenpox Scar 


William M. Hendricks, MD 


p Abasa cell carcinoma developed in a 


chickenpox scar on the chin of a 
71-year-old man. A review of the per- 
tinent literature is presented. 


Report of a Case 


A 71-year-old man was seen for a recent- 
ly developed nonhealing lesion in an old 
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From the Asheboro (NC) Dermatology Clinic. 
Reprints not available. 
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scar on the right side of his chin. According 
to the patient the scar had developed after 
he had had chickenpox as a small boy. Over 
the past several months the area began to 
sting and burn and had not healed after he 
had nicked it with a razor. 

The patient had had a smallpox vaccina- 
tion as a child, but had noticed no changes 
in the vaccination scar. He had had no 
exposure to radiation and no previous skin 
cancers despite a history of frequent sun 
exposure over the years. There was no 
family history of skin cancer. 

On physical examination, there was an 


indurated nodule measuring 8 x 10 mm on 
the right side of the lower part of the chin 
(Figure). The lesion had a central erust and 
peripheral telangiectasia. The surrounding 
skin was slightly erythematous and atroph- 
ic. 

The clinical diagnosis was a basal cell 
carcinoma arising in a chickenpox scar. 
Under local anesthesia a shave biopsy was 
performed. Curettage of the base of the 
lesion left a small round depression about 


basal cell carcinoma, and the lesion w 
subsequently excised. 


the size of a pea. The biopsy revealed (C 
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GEL uo SLEEVES 
Depressed scar with crusted, indurated 

. area on right side of chin. 


Comment 


Despite the fact that chickenpox 
scars are not uncommon, to my knowl- 
edge, there are no previous reports of 


1. Connolly JG: Basal cell carcinoma occurring 
in burn scars. Can Med Assoc J 83:1433-1434, 
1960. 

2. Kantor I, Berger BW, Wilentz JM: Basal cell 
epithelioma in a thermal burn scar. J Occup Med 
12:170-172, 1970. 

3. Treves N, Pack GT: The development of 
cancer in burn scars. Surg Gynecol Obstet 51:749- 
782, 1930. 

4. Ewing MR: The significance of a single 
injury in the causation of basal-cell carcinoma of 
the skin. Aust NZJ Surg 41:140-147, 1971. 

5. Bashir AH: Basal cell carcinoma in tattoos: 
Report of two cases. Br J Plast Surg 29:288-290, 
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skin tumors arising in them. Basal cell 
carcinomas have been reported in 
scars left by thermal burns, blunt 
trauma and lacerations,’ tattoos,’ co- 
lostomy surgery," epidermolysis bullo- 
sa lesions,’ and hair transplantation." 
Whether or not these associations are 
conincidental is not clear. 


Malignant tumors have been re- 


ported at the site of smallpox vaccina- 
tions’ but not within the smallpox 
sears themselves. Basal cell carcino- 
mas are the most common tumors 
found in vaccination scars, although 
squamous cell carcinomas, malignant 
melanomas, and dermatofibrosarco- 
ma protuberans have also been 
reported. The interval between vac- 
cination and the clinical appearance of 
the tumor varies considerably. Zelick- 
son* reported a basal cell carcinoma 
that developed immediately after vac- 
cination, while others have reported 
intervals of greater than 50 years." 
Sunlight has been implicated in the 
pathogenesis of basal cell carcinomas 


arising in smallpox vaccination 
scars." 
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What role the scarring process itself 
plays in the pathogenesis of these skin 
cancers is not well understood. Con- 
nolly' proposed that scar tissue may 
be more sensitive to the effects of 
sunlight because of its decreased vas- 
cularity and atrophic adnexal and epi- — 
dermal structures. However, scarring — — 
alone, in light-protected areas, has | 
been associated with the development — 
of squamous cell carcinomas in ther- — 
mal burns and in chronic skin uleers.^ — — 
This association has not been con- 
firmed for basal cell carcinomas. 
Although basal cell carcinomas have — — 
been reported after conditions that 
have resulted in scarring, their ap- — — 
pearance may have been coincidental. ——— 
If one considers the scarring that 
results from the dissemination of the — 
variola and varicella-zoster viruses in 
the skin, it is surprising that there 
have been no previous reports of ma- — 
lignant tumors arising in smallpox or — 
chickenpox scars. This would suggest 
that scarring alone may not be suffi- — 
cient for the induction of basal cell — — 
carcinomas. i: 
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an acne agent | 
SO specific - 


SO SPECIFIC, IT’S EFFECTIVE ALONE. 


Specific because it works 
the way acne works— 
from the inside out. 


Evidence to date suggests that 
Retin-A* (tretinoin) can partially 
reverse abnormal keratinization 
and reduce the adhesiveness of 
horny cells within the follicle; 
thus by keeping the follicle 
clear, Retin-A decreases the ac- 
cumulation of sebum, which 
inherently inhibits both the pro- 
liferation of P. acnes and the 
production of free fatty acids. 











In a study of 127 patients’ with difficult-to-clear grades II 





and III acne, 80% showed excellent to good results after 11 weeks 


of treatment with Retin-A 0.01% Gel. There was: 


A 66% reduction in papules 


A 68% reduction in pustules 


A 71% reduction in comedones 


Discontinuance due to erythema, irritation 


and peeling was only 1.5% 


"TRADEMARK 


t Data on file, Dermatological Division, Ortho Pharmaceutical Corporation. 


1 Concomitant topical medication should be used with caution because of possible 
interaction with tretinoin. Particular caution should be exercised in using preparations 
containing peeling agents (such as sulfur, resorcinol, benzoyl peroxide, or salicylic 
acid) with Retin-A. It also is advisable to “rest” a patients skin until the effects of peeling 


agents subside before use of Retin-A is begun. 


Pd. 
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- 
f Retin-A Gel 0.01% 
Available in an economical 45 gram tube, 
as well as the original 15 gram tube. 
e Retin-A Cream 0.05% 


Available in tubes of 20 grams and 
45 grams. 


SO VERSATILE, IT CAN BE z Also available as: 
USED EFFECTIVELY WITH ADJUNCTS: Retin-A Gel 002576, tubes of 15 and 


Retin-A Cream 0.1%, tubes of 20 grams 
. Retin-A Liquid 0.0576, amber bottles of 








28 ml 


Before prescribing, please consult complete 
cee information, a summary of which 
ollows: 
Indications: RETIN-A is indicated for topical 
application in the treatment of acne vulgaris, 
primarily grades I, II, and III in which come- 
dones, panules, and pustules predominate. It 
is not effective in most cases of severe pus- 
tular and deep cystic nodular varieties (acne 
conglobata). 
Contraindications: Use of the product 
should be discontinued if hypersensitivity to 
any of the ingredients is noted. 
Warnings: Recent studies in hairless albino 
mice suggest that tretinoin may accelerate the 
tumorigenic potential of ultraviolet radiation. 
Although the significance to man is not clear, 
patients should avoid or minimize exposure 
to sun. Concomitant topical medication 
should be used with caution because of 
possible interaction with tretinoin. Particular 
caution should be exercised in using prepara- 
tions containing peeling agents (such as sulfur, 
resorcinol, benzoyl peroxide, or salicylic acid) 
with RETIN-A. It also is advisable to “rest” a 
patient's skin until the effects of peeling agents 
subside before use of RETIN-A is begun. 
Exposure to sunlight, including sunlamps, 
should be minimized during the use of 
RETIN-A and patients with sunburn should be 
advised not to use the product until fully 
recovered because of heightened suscep- 
tibility to sunlight as a result of the use of 
ennon: Poan who may be required to 
M ^ ave considerable sun exposure due to oc- 
Retin-A* and benzoyl Retin-A* and topical cupation and those with inherent sensitivity 

2 A 2 to the sun should exercise particular caution. 
peroxide antibiotics Use of sunscreen products and protective 

clothing over treated areas may be prudent 

when exposure cannot be avoided. Other 


"Many patients with moderate Tretinoin is clinically effective weather extremes, such as wind or cold, also 


may be irritating to patients under treatment 


to severe inflammatory acne may in inflammatory acne, particularly | with tretinoin. RETINA should be kept away 





benefit from sequential treatment when combined with antimi- pS ie opto iiw Eas pie a 
with tretinoin and benzoyl per- ^ crobial therapy”? tec dpt dene iiem eii 
oxide. This r egimen combines References: 1. Shalita AR, et al: Dermatol 2:52, t6 fe Hie Nile ires AOE 
the comedolytic properties of me- Pee rider D | a ee cee 
tinoin with the antibacterial effect 58:555, 1978. pray gor ahr ie 
of benzoyl peroxide and, in cta iai i i abrasive soaps 
many patients, obviates the need and cleansers, soaps and cosmetics that have 


a strong drying effect, and products with high 


for systemic antibiotics.” e concentrations of alcohol, astringents, spices, 
* or lime should be used with caution because 
The efficacy of benzoyl perox- of possible interaction with tretinoin. If medi- 
Y E : =, cation is applied excessively, no more rapid 
ide in 5% and 10% concentrations z A ar betrar teil wil be obtained and matted 
ears to increase when used (t retinoi n) "HE 


wilh tretinoin? DERMATOLOGICAL DIVISION 
9 / % | ORTHO PHARMACEUTICAL EHO 
Gel 0.01% /Cream 0.057 ORTHO PHARM 
Raritan, New Jersey 08869 
a fohmon-fohmon Company © orc 1980 














-F 


Maybe his 
corticosteroid k 
works... 


but will he 





“wear” it to the ; 
OITICE : 
* 

The differences in efficacy among the various corticosteroid creams are difficult 
to assess. Getting patients to comply with the prescribed treatment schedule is 
often as critical to achieving desired results as is the potency of the active ingredient. 
For many patients, a corticosteroid cream must be cosmetically acceptable as well 
as effective. Emollient Cordran SP excels in this regard because it 
[.] leaves no visible residue 
C] occludes without being greasy 
O soothes and softens irritated skin 
With Cordran SP, compliance is’ more likely 
because side effects are kept at a minimum ^ 


as a result of the moderate, but nevertheless 
effective, dosage strength of its active ingredient. 
Emollient Cordran SP is available in two 
strengths —0.05 percent and 0.025 percent — 


that effectively treat most corticosteroid- emollient cream 


responsive dermatoses. A 30-gm tube 


of Cordran SP is the right size for most ® 
patients as well as the most economical. r | an 


flurandrenolide 


9 
r 
avors compliance. 
rH DISTA 
See adjoining column for summary of prescribing information. 


Cordran® SP 
flurandrenolide 


Brief ‘Summary. Consult the package 
literature for prescribing information. 


Description: Cordran is a potent cortico- 
steroid intended for topical use. 
Each gmof Cream Cordran SP contains 
0.5 mg (0.05 percent) or 0.25 mg (0.025 
.percent) flurandrenolide in an emulsified 
ba% composed of stearic acid, cetyl 
alcohol, mineral oil, polyoxy! 40 stearate, 
‘propylene glycol, sodium citrate, citric 
acid, and purified water 


Actions: Cordran is primarily effective 
because of its anti-inflammatory, antipru- 
ritic, and vasoconstrictive actions. 


Indications: For relief of the inflammatory 
manifestations of corticosteroid- 
responsive dermatoses. 


Contraindications: Topical cortico- 
steroids are contraindicated in patients 
with a history of hypersensitivity to any of 
the components of these preparations. 


Precautions: |f irritation develops, the 
product should be discontinued and ap- 
propriate therapy instituted. 

In the presence of an infection, an 
appropriate antifungal or antibacterial 
agent should be used. If a favorable 
response does not occur promptly, the 
corticosteroid should be discontinued 
until the infection has been adequately 
controlled 

If extensive areas are treated or if the 
occlusive technique is used, there will be 
increased systemic absorption of the cor- 
ticosteroid, and suitable precautions 
should be taken, particularly in children 
and infants 

Although topical corticosteroids have 
not been reported to have an adverse 
effect on human pregnancy, the safety of 
their use on pregnant women has not 
been absolutely established. In labora- 
tory animals, increases in incidence of 
fetal abnormalities have been associated 
with exposure of gestating females to 
topical corticosteroids, in some cases at 
rather low dosage levels. Therefore, 
drugs of this class should not be used 
extensively, in large amounts, or for pro- 
longed periods of time on pregnant 
patients 

This product is not for ophthalmic use 
Adverse Reactions: The following local 
adverse reactions have been reported 
with topical corticosteroid formulations: 
acneform eruptions, allergic contact der- 
matitis, burning, dryness, folliculitis, hy- 
pertrichosis, hypopigmentation, irritation, 
itching, and perioral dermatitis 

The following may occur more fre- 
quently with occlusive dressings: macer- 
ation of the skin, miliaria, secondary 
infection, skin atrophy, and striae 
Administration and Dosage: For moist 
lesions, a small quantity of the cream 
should be rubbed gently into the affected 
areas two or three times a day. [07:075] 


Additional information available 
to the profession on request 


m" 
* Digta Products Company 
Division of Eli Lilly and Company 
Indianapolis, Indiana 46285 







The one book you must 
consult when diagnos- 
ing & treating diseases 

of the human nail 


THE NAIL 
IN HEALTH 


AND DISEASE 


By NARDO ZAIAS, M. D. 


“Dr. Zaias has presented the information in a lucid 
manner and has clarified any subjects which previously 
may have been obscure. The Nail in Health and Disease 
is recommended as a valuable addition to the physician’s 


library: —Joseph I. Singer, M.D., Dept. of Dermatology 


SUNY-Stony Brook School of Medicine 


Tue NAIL IN HEALTH AND DISEASE gives you all 
of the information you need to correctly diagnose and 
treat nail diseases and nail abnormalities — in clear, crisp 
language, and illustrated by 560 photographs, diagrams 
and tables. 


No other book provides such comprehensive coverage of 
all of the common — and many uncommon — nail condi- 
tions that may confront the physician. No other book so 
clearly illustrates and documents: the crucial role of the 
nail in diagnosis of such systemic disorders as pulmonary 
and renal disease, anemia, edema, and congenital heart 
disease; surgical procedures; anatomy, physiology and 
embryology of the nail. 


CONTENTS 


Anatomy & Physiology. Embryology or Developmental Stages. 
Regeneration of Nail. Dynamics of Nail Unit. Hereditary Syn- 
dromes Associated with Nail Abnormalities. Surgical Procedures. 
Ingrown Nails. Onychomycosis. Darier-White Disease. Lichen Pla- 
nus. Psoriasiform Nail Unit States. Hair & Nails. Paronychia. Pso- 
riasis of the Nail. Onychoiysis. Bacterial Diseases Affecting the 
Nail Unit. Nail Unit Dystrophy not Related to any Systemic Dis- 
order. Hemorrhages. Pigmentation. Leukonychia. Scabies Kerato- 
tic (Norwegian). Nail Signs as Manifestations of Systemic Diseases. 
Clubbing. Yellow Nail Syndrome. Benign Tumors. Malignant Tu- 
mors. Index. 


280pp (oversized format), 560 photographs, figures & tables 
1980 











$60.00 

S SP Medical & Scientific Books i 
g 175-20 Wexford Terrace, Jamaica, NY 11432 I 
* Please send |... . copies of Zaias/The Nail in ! 
e Health and Disease. My check for $60.00 per copy l 
plus $1.50 for postage and handling is enclosed. I ! 

z understand that I may return the book within 15 I 
i days for a full refund if not completely satisfied. - 
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_/PIIOAVAILABLE: 


ANNOUNCING 


GRISACTIN ULTRA 


(GRISEOFULVIN ULTRAMICROSIZE) 
125,250 MG TABLETS 


Ultramicrosize GRISACTIN® Ultra offers three 
significant benefits for treating tinea infections*: 


— optimal bioavailability 
— often the convenience of one small tablet a day 
— economy 


Ultramicrosize GRISACTIN Ultra. All the griseofulvin 
your patients need — for as long as they need it. 


AND NOW... seu 
TELEAVAILABLE S4 
Physicians can request free product samples by dialing 
toll-free: Continental U.S.A.: 800-528-6050 (except Arizona) 
Arizona: 800-352-0458, Alaska/ Hawaii: 800-528-0470. 

This service is available for your convenience 24 hours-a-day, 
every day. 








BRIEF SUMMARY 
(For full prescribing information. see package circular.) 
GRISACTIN® Ultra 
Brand of griseofulvin ultramicrosize 
A Fungistatic Antibiotic 
INDICATIONS: Griseofulvin is indicated for the treatment of 
ringworm infections of the skin, hair, and nails, namely: Tinea 
corporis, Tinea pedis. Tinea cruris, Tinea barbae, Tinea 
capitis. Tinea unguium (onychomycosis) when caused by one 
.. OF more of the following genera of fungi: Trichophyton rubrum, 
zs. Tichophyton tonsurans, Trichophyton mentagrophytes, Trich- 
ioyophyton interdigitalis, Trichophyton verrucosum, Trichophyton 
| umagnini, Trichophyton gallinae, Trichophyton crateriform, 
“Tichophyton suiphureum, Trichophyton schoenteini. Micros- 
Porum audouini, Microsporum canis, Microsporum gypseum. 
‘pidermophyton flaecosum. 
OTE. Prior to therapy. the type of tungi responsible for the 
ntection should be identified 
i, The use àf this drug is not justified in minor or trivial infec- 
“Hons which will respond to topical agents alone, 
: Griseotulvin is not effective in the following: Bacterial infec- 
Hons, Candidiasis (Moniliasis), Histoplasmosis, Actinomy- 
oy cosis Sporotrichosis, Chromoblastemycosis, Coccidioi - 
‘domycosis, North American Blastomycosis, Cryptococcosis 
vit Torulosist. Tinea versicolor, Nocardiocis. 
CONTRAINDICATIONS: This drug is contraindicated in 
patients with porphyna, hepatoceilular failure, and in individ- 
vale wilh a history of hypersensitivity to griseofulvin 
WARNINGS: Prophyfactic Usage: Safety and efficacy of 
riseofütvin for prophylaxis of fungal infections has not been 
established. 
t Animal Toxicology: Chronic teeding of griseofulvin, at levels 
ging róm 0.5-2.59e of the diet, resulted in the development 
t liver tumors in several strains of mice, particularly males. 
| Smaller particle sizes result in an enhanced effect. Lower oral 
^ dosage levels have not been tested. Subcutaneous adminis- 
tration of relatively small doses of griseofulvin, once a week, 
luring the first thee weeks of life has also been reported to 
“induce hepatomata in mice. Although studies in other animal 
species have not yielded evidence of tumorigenicity, these 
| Studies were not of adequate design to form a basis for 
4: Conclusions in this regard 
oo in subacute toxicity studies, orally administered griseofulvin 
“produced hepatocellular necrosis in mice, but this has not 
Been seen in other species. Disturbances in porphyrin metab- 
jer have been reported in griseofulvin-treated laboratory 
mmals. Griseofulvin has been reported to have a colchicine- 
luke effecten mitosis and cocarcinogenicity with methyicho- 
nthrene jn cutaneous tumor induction in laboratory animals, 
Usage in Pregnancy: The safety of this drug during preg- 
Gy has not been established. 
nimal Reproduction Studies, It has been reported in the 
‘ature that griseotulvin was found to be embryotoxic and 
togene on oral administration to pregnant rats. Pups with 
normalities have been reported in the litters of a few bitches 
fed with griseotulvin. Additional animal reproduction 
tes are in progress 
Suppression of spermatogenesis has been reported to 
QOCrn rate. but investigation in man failed to confirm this. 
PRECAUTIONS: Patients on prolonged therapy with any 
tent’ medication should be under close observation, Pen- 
dic monitoring of organ system function. including renal, 
5hepatic, and hematopoietic, should be done 
so Sines griseofulvin is derived from species of Penicillium, 
oie possibility of cross-sensitivity with penicillin exists; 
however known pencillin-sensitive patients have been 
cheated without difficulty. 
coo Binge q photosensitivity reaction is occasionally associated 
 Uwilfrariseofulvin therapy, patients should be warned to avoid 
exposure ta intense natural or artificial sunlight. Should a 
c photosensitivity reaction occur, lupus erythematosus may be 
(aggravated. ^ 
t: Griseofulvin decreases the activity of warfann-type antico- 
guiants so that patients receiving these drugs concomitantly 
ay require dosage adjustment of the anticoagulant during 
rid after gnseotulvin therapy. 
Barbiturates usually depress griseofulvin activity and 
oncomitant administration may require a dosage adjustment 
“ofthe antifungal agent. 
ADVERSE REACTIONS: When adverse reactions occur, they 
are mast commonly of the hypersensitivity type such as skin 
¿rashes urticaria, and rarely, angioneurotic edema, and may 
> necessitate withdrawal of therapy and appropriate counter- 
; pleasures. Paresthesias of the hands and feet have been 
coteported rarely alter extended therapy. Other side effects 
teporied occasionally are oral thrush, nausea. vomiting, 
| epigastric distress. diarmea, headache, fatigue, dizziness, 
insomnia; mental confusion, and impairment of performance 
` se TOUUNS activities 
; zProteinurià and teukopenia have been reported rarely. 
Administration of the drug should be discontinued if granulo- 
© Gytopenia occurs 
(5. When rare, serious reactions occur with griseotuivin, they 
5;8re usually associated with high dosages. tong periods of 
“Therapy, or both 
:; DOSAGE AND ADMINISTRATION: Adults: 250 mg daily for 
most patients, and 500 mg daily in divided doses for patients 
with fungal infections that are more difficult to eradicate 
Children: 2.5 mg per pound of body weight per day is effec- 
tive tor most children. Children 2 years of age and younger. 
dosage has not been established. 7039/80 
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New York, M.Y. 10017 
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When you join the World Medical Association, you join thousands o 
your colleagues around the world in supporting these worthy goals: 


To serve humanity by endeavoring to achieve the highest inter- 
national standards in medical education, medical science, medical 
ethics, and health care for all peoples of the world. 


The International Voice of Medicine 

The WMA is medicine's international representative and advocate, pro 
tecting and fostering the rights and interests of physicians and people 
of all nations. Through its declarations on human torture, pollution, 
medical ethics, and other critical issues, the WMA provides guidelines 
for national medical associations and governments world-wide. 


An Activist Role 
The WMA is engaged in a broad range of programs, such as medica 
education, socio-medical affairs, primary health care, and environmenta 
health, through which it seeks to raise the standards of health care 
around the world. 


WMA Needs Your Support 


It is your international professional organization; it deserves your sup 
port. Send for complete information today! 


Join the World Medical Association 

World Medical Association 
North American Region 
536 North State Street 
Chicago, IL 60610 


YES, | want to support the World Medical Associa. 
tion. Please send complete information and a 


membership application. (According to WMA bylaws, only 
physicians are eligible for membership.) 














Name 
Please Print 
Address -x 
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City NP" 
State/Zip 
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Gentle, low-pH cleansing. 
Mild, non-complicating cleansing is often the indicated 


first step in the treatment of many dermatologic 
conditions. 


And evidence shows that low pH cleansers reduce 
potential for skin irritation. 


New pHresh 3.5" solution is the lowest pH skin 
cleanser available. Laboratory tests show it to have 
a very low irritation index.? It is non-irritating and 
non-drying, particularly important for patients with 
sensitive skin. 


Further, pHresh 3.5 cleanser does not interfere with 
the action of benzoyl peroxide or other topical 
acne preparations, nor with topical steroid therapy. 


Because of its uniquely gentle nature, pHresh 3.5 
cleanser has many uses in your practice—both 

for specific skin conditions and for general skin care. 
1. Frosch PJ and Kligman AM: The soap chamber test. A new method for 


assessing the irritancy of soaps. J Am Acad Derm 1:35-41, July 1979. 
2. Data on file, Medical Department, Riker Laboratories, Inc. 
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Vesiculation 


Moist lesions call for a drying vehicle 
Lidex'Cream 0.05% providesit.Inthis formu 
lation, the potent steroid fluocinonide 
is 100% dissolved in the greaseless, non 
staining FAPG' base for optimal penetra 
tion with the desired drying action. A ser 
ble choice forthe moist, vesiculated lesio! 
of contact dermatitis and other ster 
responsive dermatoses. 


Lidex 


(fluocinonide) 
Cream oos 








Potency in 
a slightly drying 


J oye (1-3 





LIDEX' (fluocinonide) 
Cream 0.05% 


Description LIDEX cream 0.05% contains the active 
compound fluocinonide. Fluocinonide, which is the 
21-acetate ester of fluocinolone acetonide, has the 
chemical formula 6a, 9-difluoro-118, 16a, 17, 21- 
tetrahydroxypregna-l, 4-diene-3, 20-dione, cyclic 
16, 17-acetal with acetone, 21-acetate. 

LIDEX cream contains fluocinonide 0.5 mg./g. in 
FAPG* cream, a cream base of stearyl alcohol, poly- 
ethylene glycol 6000, propylene glycol, 1, 2, 6- 
hexanetriol and citric acid. This white cream vehicle 
is greaseless, non-staining, anhydrous and com- 
pletely water miscible. The base provides emollient 
and hydrophilic properties. In this formulation, 
the active ingredient is totally in solution. 


Indications Inflammatory manifestations of cortico- 
steroid-responsive dermatoses. 


Contraindications Topical steroids are contraindi- 
cated in patients with a history of hypersensitivity 
to any of the components of the preparation 


Precautions If irritation develops, discontinue the 
cream and institute appropriate therapy. 


In the presence of an infection, institute use of an 
appropriate antifungal or antibacterial agent. If a 
favorable response does not occur promptly, dis- 
continue the corticosteroid cream until the infec- 
tion has been adequately controlled. 


If extensive areas are treated or if occlusive tech- 
nique is used, there will be increased systemic 
absorption of the corticosteroid and suitable pre- 
cautions should be taken, particularly in children 
and infants. 


The safety of topical steroids in pregnant women 
has not absolutely been established. In laboratory 
animals, increases in incidences of fetal abnor- 
malities have been associated with exposure of 
gestating females to topical corticosteroids, in some 
cases at rather low dosage levels. Therefore, drugs 
of this class should not be used extensively on 
pregnant patients, in large amounts or for pro- 
longed periods of time. 

These products are not for ophthalmic use. 
Adverse Reactions Local adverse reactions reported 
with topical corticosteroids: burning, itching, irri- 
tation, dryness, folliculitis, hypertrichosis, acneform 
eruptions, hypopigmentation, perioral dermatitis, 
allergic contact dermatitis, maceration of the skin, 
secondary infection, skin atrophy, striae, miliaria. 
Dosage and Administration A small amount should 
be gently massaged into the affected area three 
or four times daily, as needed. 

How Supplied LIDEX Cream 0.05%—15, 30, 60, and 
120g. tubes. 
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Blind! 


Here's how to learn the essentials 
of evaluating a practice opportunity 


The AMA's new workshop, How To 
Evaluate a Group or Partnership, 

is specifically designed to guide you in 
evaluating a practice opportunity. The 
$40 cost of this workshop could save 
you from making a mistake that could 
literally cost you thousands and 
thousands of dollars. Here's a list of 
the critical information you'll learn at 
the workshop: 


Income Distribution Issues 

Ways to divide the pie * Calculating 
the right salary base * How different 
work styles affect remuneration * Tax 
considerations e Retirement plan 
issues ¢ Compensation for seniority ° 
Vacation, sick leave, CME policies * 
Fringe benefits * How to conduct 
salary negotiations * Coverage and on 
call considerations. 


Sizing Up Your Opportunities 

Solo vs. group * What to look for in 
evaluating practice efficiency and 
management * Evaluating staff quality 


and quantity * Analyzing facilities ° 
Patient care issues * Sizing up your 
future partners * Personality, age, 
training considerations * Issues your 
spouse should be aware of * Analyzing 
the economic base of the community 
* Getting a handle on the group's 
reputation. 


Contractual & Negotiations Issues 
Covenants not to compete * The 
partnership agreement * The letter of 
employment * Evaluating goodwill e 
The path to partnership « Sample 
agreements * The best way to 
negotiate with your future partners. 


Plan now to attend! 

Workshops are held at AMA Head- 

quarters, 535 N. Dearborn Street, 

Chicago, IL 60610 and are 

scheduled on the following dates: 
WEDNESDAY, SEPT. 10, 1980 


THURSDAY, OCT. 9, 1980 * cu 
WEDNESDAY, NOV. 5, 1980 P 
THURSDAY, DEC. 11, 1980 j 


TO REGISTER OR FOR MORE INFORMATION, CALL COLLECT (312) 751-6667 
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Essentials of Dermatology, by J. L. Burton, 186 
pp, $10, New York, Churchill Livingstone, 1980. 

This book was a pleasure to read. It 
is based on dermatology lectures giv- 
en by the author to medical students 
and is superbly suited to that 
audience. It would also be valuable to 
teachers of dermatology as well as to 
any physician desiring an easy-to- 
read, basic introduction to the special- 
ty. 

I like the way the book is organized. 
A succinct introduction to the princi- 
ples of diagnosis is followed by seven 
chapters dealing with disorders af- 
fecting specific skin structures and 
processes, from keratinization to dis- 
orders of blood vessels and lymphat- 
ics. Each of these chapters introduces 


the histology and physiology perti- ` 


nent to each topic, followed by a dis- 
cussion of appropriate pathologic 
states. For example, in the chapter on 
keratinization, an explanation of nor- 
mal epidermal cell kinetics is followed 
by a discussion of psoriasis and ich- 
thyosis; also, the chapter on the pilose- 
baceous unit reviews the anatomy and 
physiology of the sebaceous gland 
before outlining the pathogenesis, 
classification, and treatment of acne 
and rosacea. This blend of basic 
science and clinical dermatology is 
nicely woven throughout the book. 
Simple but beautifully illustrated dia- 
grams serve to enhance further the 
clarity of the text. 

After the initial chapters, succeed- 
ing chapters are devoted mainly to 
disorders either sharing common 
causes (eg, chapters on viral infec- 
tions, bacterial infections, fungal in- 
fections, infestations, and drug reac- 
tions) or disorders with common clini- 
cal findings (eg, chapters on tumors 
and nevi, vascular reactions, eczemas, 
and blisters). 

For a brief introductory text, I 
found very few deficiencies in this 
book. Photographs are not included 
for two very good reasons as 
explained by the author in the pref- 
ace: (1) they would make the book 
more expensive and (2) “the ‘wallpa- 
per-pattern matching’ method of di- 
a is in any case of limited val- 

' Color atlases are available for 
Maho who wish to employ this tech- 
“nique. Through most of the book, pho- 


Arch Dermatol—Vol 116, Nov 1980 


tographs are not missed with the 
exception of the tumor chapter. Here, 
in the absence of photographs, a more 
thorough discussion of the classifica- 
tion and clinical characterization of 
malignant melanomas would have 
been in order. Although topical 
steroids are discussed briefly in the 
drug reaction chapter, there is no 
chapter devoted specifically to derma- 
tologic therapy. Finally, there are a 
few (but only a few) instances in 
which British terminology differs 
from American terminology (eg, grav- 
itational eczema for stasis dermati- 
tis). Also, the names of topical corti- 
costeroids differ. But these are quite 
minor points and detract little, if at 
all, from the value of this text. 

In summary, the book is well orga- 
nized, accurate, and understandable. 
For an introductory text, it has good 
balance and appropriate emphasis. 
Another outstanding feature of the 
book is the author’s very readable 
style. There is both crispness and 
spice. The author’s sense of humor is 
pervasive. For instance, from the 
chapter on hair there is the quote, 
“The claim that bald men are blessed 
with enhanced sexual potency is prob- 
ably an old wives’ tale, but it must be 
conceded that old wives are likely to 
be unusually authoritative in this mat- 
ter.” 

At $10 this book is a bargain. Both 
dermatology students and teachers 
should find it extremely useful. 

DONALD P. LOOKINGBILL, MD 
Hershey, Pa 


Experimental Skin Grafts and Transplantation 
Immunity, by Donald L. Ballantyne and John 
Marquis Converse, 192 pp, 60 illus, $29, New 
York, Springer-Verlag, 1979. 

For reasons of technical conve- 
nience, modern transplantation biolo- 
gy (and in particular its immunologic 
aspects) originated very largely from 
studies on experimental and thera- 
peutic skin grafts. This monograph is 
written by a well-known transplanta- 
tion biologist and a distinguished 
plastic surgeon who, in collaborative 
and other studies spanning several 
decades, have made major contribu- 
tions to our understanding of the biol- 
ogy of skin grafting. The book deals 
principally with practical and observa- 
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tional aspects, deliberately omitting 1 
any attempts to cover in other than 
the briefest manner the complex — 
details of immunogenetics and the ii 
modus operandi of allograft rele 
tion. 

It covers in detail such important | 
topics as the revascularization of vari- p 
ous types of skin grafts and the vari- — 
ety of ingenious methods that have 
been developed to determine the sur- - 
vival end-points of allografts, the . 
various patterns of rejection that | 
overtake allografts depending on the — 
genetic relationship between donor 
and host, the dosage of the grafted 
tissue, and the host's prior history of | 
exposure to donor tissue antigens. The € 
important topic of preservation of 
grafts is well treated and the long- 
outstanding need for an account of. S 
xenografts is well met. The book is — d 
well illustrated throughout. d 








This volume will be exceedingly use- 
ful to all who are involved in the 
grafting of skin. With its more than 
300 references and extensive coverage 
of many “classic” publications, it will — | 
be invaluable as a library resource,  — 
satisfying the needs of active investi- — 
gators as well as those interested in — . 
the history of the subject. 

Rupert E. BILLINGHAM, DSc 
Dallas 





The Manual of Dermatology: An Introduction to 
Diagnosis and Treatment, by Jeffrey P. Callen, 
Marek A. Stawiski, and John J. Voorhees, 294 pp, 
with illus, $19.95, Chicago, Year Book Medical. 
Publishers Inc, 1980. 

This fine compendium of dermatol- | 
ogy would have been attractive to 
even as discriminating a book pur- . 
chaser as Thomas Jefferson who pre- | 
ferred a modest, bound, octavo print- 
ing to the more cumbersome and 
unwieldly quatro printings and folios 
that are all too often serious shortcom- 
ings of most medical texts. The fore- 
word by Walter B. Shelley is enticing 
enough to make anyone pursue the 
text. Not only is this a worthwhile 
learning experience for medical stu- 
dents and primary care physicians, 
but a fruitful exercise for the more 
sophisticated individuals in our spe- 
cialty. The authors demonstrate well 
what can be done with black-and- 
white photographs in lieu of more 
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costly color ones. These well-chosen 
figures complement crisp succinct 
writing. 

In such a limited undertaking, it is 
understandable that this reviewer or 
any reader may be critical of an omis- 
sion or two. For example, pyoderma 
gangrenosum (page 145) may also be 
associated with rheumatoid arthritis, 
leukemia, and dysproteinemias, in 
addition to chronic ulcerative colitis. 
Practical information that would be 
worth including under tinea pedis 


— (page 168) is that women usually have 


only one foot involved and children 


. rarely have the condition. 


ICI ENTE Up CUELLO 


= tous disorders. 


The classification of dermatologic 
disorders is generally good. Unfortu- 
nately, chapter 17, "Miscellaneous 
Dermatologic Conditions," seems to 


be a hodge-podge. In future editions, 


the authors may consider including 
some of these conditions in a section 
on pigmentary disturbances and re- 


classify exfoliative erythroderma un- 


der the papulosquamous or eczema- 
This criticism is 


. offered with the reviewer's full knowl- 


edge that any classification in a der- 
matology text is far from ideal. The 
authors are to be congratulated for 
their labors. This manual is strongly 


recommended for medical students 


and general practitioners. 
Harry L. WECHSLER, MD 
McKeesport, Pa 


Dermatologie in Praxis und Klinik, vol 2, edited 


^ i by G. W. Korting, 886 pp, 377 black-and-white 


illus, 275 color illus, Stuttgart, West Germany, 


- Georg Thieme Verlag KG, 1980. 


Volume 2 of Dermatologie in Praxis 
und Klinik, edited by Prof Korting, 
director of the skin clinic of the Uni- 
versity of Mainz, West Germany, is 
the second volume in a series of four 
up-to-date German-language text- 
books. Thirty-nine well-known Euro- 
pean, mainly German, dermatologic 
academicians and their collaborators 
worked together to create a treatise 
that emphasizes the important as- 
pects of morphology, offers numerous 
well-chosen illustrations for an easy 
comprehension of the text, and dis- 
cusses modern pathophysiology and 
treatment. Three surgeons describe 
the current management of burns, 
cold injuries, and other physically 
caused skin problems. 

Individual chapters deal with acute 
infectious erythemas and exanthe- 
mas, drug eruptions, erythema multi- 
forme, erythema nodosum, erythema 
elevatum diutinum, psoriasis, the par- 
apsoriasis group of disease, pityriasis 
rubra pilaris, the eczemas, occupation- 
al dermatoses, dyshidrosis, noninfec- 
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tious pustuloses, physically caused 
skin diseases, xeroderma pigmento- 
sum, urticaria, prurigo, lichen planus, 
lichen nitidus, Darier’s disease, pyo- 
dermas, mycobacterial infections, sar- 
coidosis, Melkersson-Rosenthal syn- 
drome, leprosy, leishmaniasis, viral 
and parasitic skin diseases, mycoses, 
cutaneous anomalies, and keratoses. 

Some generally interesting con- 
cepts are evident from the imposing 
material included in this book. Erythe- 
ma nodosum may occur in association 
with, Bedsonia or Yersinia orga- 
nisms. It can also be observed as a 
paraneoplastic syndrome in lympho- 
ma or visceral malignant neoplasms. 
Acrodermatitis continua suppurativa 
(Hallopeau) and impetigo herpetifor- 
mis are classified with pustular pso- 
riasis. The nosology of Reiter’s syn- 
drome, Andrews’ pustular bacteria, 
and subcorneal pustulosis is unclear. 
These entities are perhaps related to 
pustular psoriasis. In a separate chap- 
ter on noninfectious pustuloses, a dif- 
ferent classification is presented: (1) 
pustular psoriasis with three vari- 
ants—transient, mild chronic, and se- 
vere generalized (Zumbusch) (all types 
show Kogoj’s spongiform pustule); (2) 
clinical variations of pustular psoria- 
sis such as erythema circinatum recid- 
ivans (described by Bloch in 1906), 
acrodermatitis continua suppurativa 
(Hallopeau), impetigo herpetiformis, 
and pustular keratoderma of Reiter’s 
syndrome; (3) Andrews’ pustular bac- 
terid (bacterial focal infections were 
found in throat, nose, and dental 
areas); and (4) subcorneal pustulosis. 

Eczema is divided into three main 
groups: (1) the common eczemas (in- 
cluding contact, stasic, and xerotic 
types and chronic recurrent hyperker- 
atotic eczema of the palms and soles); 
(2) seborrheic eczema; and (3) endoge- 
nous (atopic) eczema. Nummular ecze- 
ma and lichen simplex chronicus are 
described as nosologically indepen- 
dent entities. It is essential to empha- 
size that, in German-speaking coun- 
tries, the terms "dermatitis" and "ec- 
zema” are used interchangeably. Both 
refer to morphologic qualities and not 
necessarily to different causative 
mechanisms. 

The elaborate chapter on occupa- 
tional dermatoses contains 40 pages of 
complete lists of almost all occupa- 
tions and the wide variety of causa- 
tive agents that can be implicated in 
dermatoses associated with each of 
these. 

No pathogenic classification for the 
various forms of prurigo has yet been 
found, and the book emphasizes that 
no definite criteria are available to 


bring order into a discussion of this 
long disputed subject. Nevertheless, 
23 forms of prurigo and prurigo-like 
dermatoses are described. In this vol- 


ume, prurigo is divided into acute 


prurigo of children (better known as 
papular urticaria), subacute and 
chronic prurigo, and prurigo nodularis 
of Hyde (lichen obtusus corneus). 

Darier’s disease, described in the 
chapters on papular dermatoses and 
keratoses, is considered a dyskerato- 
sis, and the term “dyskeratosis follicu- 
laris” is preferred. Only one chapter 
mentions unilateral involvement and 
localized occurrence. In the chapter on 
mycobacterial infections, it is stated 
that tuberculosis of the skin now plays 
a lesser role in industrial countries 
than it did in the past. Nevertheless, 
tuberculosis as a disease is not yet 
eradicated. In 1977, there were 32,000 
new cases of tuberculosis in West Ger- 
many. Mycobacterial infections of the 
skin caused by atypical mycobacteria, 
particulary Mycobacterium marinum, 
are becoming more prevalent. Historic 
facts about Domagk’s discovery of the 
tuberculostatic effects of the thiosem- 
icarbazones and the subsequent devel- 
opment of the chemotherapy of tuber- 
culosis make worthwhile reading. Re- 
garding tuberculosis and the skin, this 
volume emphasizes that: (1) Papulone- 
crotic tuberculid is based on an immu- 
nocomplex vasculitis; (2) Lewandow- 
sky’s rosacea-like tuberculid is still a 
controversial disease entity (it is prob- 
ably a tuberculoid or lupoid rosacea 
without any connection to tuberculo- 
sis; it responds well to tetracycline); 
and (3) The nosologic entity of erythe- 
ma induratum of Bazin is questioned 
(it probably can best be considered a 
clinical term). 

This comprehensive modern text, 
clearly printed on heavy, glossy paper, 
is interspersed with 377 black-and- 
white, clinical, histologic, and electro- 
microscopic photographs and 275 clini- 
cal, color illustrations of good-to- 
excellent quality as well as 219 
instructive tables. A complete 25-page 
subject index is attached. 

Physicians conversant in German 
will find this volume a very useful 
source of the newest information on 
cutaneous diseases as taught in cen- 
tral Europe. 

All contributors are to be com- 
mended for their thorough research of 
the pertinent international literature 
including publications up to early 
1978, a clear proof that medical 
science is universal and not restricted 
to national borders. 

ALFRED HOLLANDER, MD 
San Diego 
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Halcinonide Cream 01^ 


with Emollient Base 


Elegant emollient base 

—hydrates like an ointment, less drying 

than many creams 

Proven efficacy of halcinonide 

——interrupts the inflammatory process 

and rapidly relieves pruritus 

Particularly useful in common cortico- 
steroid-responsive dermatoses 


Available in 15g, 30g, 60g tubes SQUIBB 


See next page for brief summary. 










-Halcinonide Cream 01% 


with Emollient Base 


: HALCIDERM® CREAM 0.1% 
Halcinonide Cream 0.1% 


‘DESCRIPTION: Halciderrn Cream (Halcinonide 

ream 0.1%) contains 1 mg halcinonide per gram 

a hydrophilic vanishing cream base. 

INDICATIONS: For relief of inflammatory 
stations of corticosteroid-responsive 

natoses. 

INTRAINDICATION: Contraindicated in 

atients with a history of hypersensitivity to 

team's components. 


UTIONS: General — Discontinue the 
oduct and institute appropriate therapy if irritation 
:velops. In presence of an infection, institute an 
propriate antifungal or antibacterial agent; if a 
/orable response does not occur promptly, 
scontinue the. corticosteroid until the infection has 
en adequately controlled. Take suitable precau- 

5, particularly in children and infants, if exten- 
€ areas are treated or if occlusive technique is 
sed since there will be increased systemic absorp- 
tion of the corticosteroid. This preparation is not for 
ophthalmic use. 
Usage in Pregnancy: Although topical steroids 
been reported to have an adverse effect on 
egnancy, the safety of their use in pregnant 
not been absolutely established. In 
nimals, increases in incidence of fetal 
ties have been associated with exposure of 
emales to topical corticosteroids, in some 
ther low dosage levels. Therefore, drugs of 
hould not be used extensively on pregnant 
n large amounts, or for prolonged periods 
































lusive Dressing Technique: Use of occlu- 
essing increases percutaneous absorption of 
steroids. For patients with extensive lesions 
ntial approach. occluding one part of the body 
e, may be preferable. Keep patient under 
Observation if using occlusive technique over 
large areas and over a considerable period of time. 
Occasionally, a patient who has been on prolonged 
herapy, especially occlusive therapy, may develor 
roid withdrawal symptoms when drug is stopped. 








Thermal homeostasis may be impaired if large areas 
-ofthe body are covered. Discontinue occlusive dress- 
-ing if elevation of body temperature occurs. Occa- 
_ sionally, a patient may develop a sensitivity reaction 
particular occlusive dressing material and a 
titute material may be necessary. Discontinue 
usive dressing and institute appropriate anti- 
3 therapy if infection develops. 


JVERSE REACTIONS: The following adverse 
eactions have been reported with topical cor- 
ticosteroids, especially under occlusive dressings: 
Burning sensations, itching, irritation, dryness, 
folliculitis, hypertrichosis, acneform eruptions, 
Vpopigmentation, perioral dermatitis, allergic con- 
tact dermatitis, maceration of the skin, secondary 
infection, skin atrophy, striae, and miliaria, 
For full prescribing information, consult package 
insert: 

_ HOW SUPPLIED: in 15 g, 30 g, and 60 g tubes. 
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ANNOUNCEMENT 

The Department of Dermatology, Emory 
University School of Medicine will sponsor a 
two-day course in Dermatologic Surgery in 
Atlanta, Georgia, April 10 and 11, 1981. This 
course will stress the basics of skin surgery 
with an emphasis on improvement of opera- 
tive techniques. The faculty is interdisciplina- 
ry and will discuss procedures of use to those 
interested in cutaneous surgery. Laboratory 
pigsfoot sessions will be given each day with 
individual instruction. 













The faculty includes: Dr. Michael Albom 
(New York University), Dr. Richard G. Ben- 
nett, Dr. John Bostwick (Department of Plas- 
tic Surgery, Emory University), Dr. Roger 
Ceilley (University of lowa), Dr. Frederick 
McConnel (Department of Otolaryngology, 
Emory University), Dr. Clinton McCord (De- 
partment of Ophthalmology, Emory Universi- 
ty), Dr. Ricardo Mora (Louisiana State Univer- 
sity), Dr. Vincent Peng, D. Samuel Stegman 
(University of California, San Francisco) and 
Dr. Hiram Sturm. 



















All inquiries should be addressed to Dr. 
Richard G. Bennett, Chief, Chemosurgery 
Unit, Emory University Clinic, 1365 Clifton 
Road, N.E., Atlanta, Georgia 30322, 








The Department of Dermatology, 
Emory University, Atlanta, Georgia 
announces a one-year Fellowship 
in Chemosurgery and Dermato- 
logic Surgery beginning July 1, 
1981. Applications may be ob- 
tained by writing: 













Dr. Richard G. Bennett 
Chief, Chemosurgery Unit 
Department of Dermatology 
Emory University Clinic 
1365 Clifton Road, N.E. 
Atlanta, Georgia 30322 














bath oil 


py san therapy 


E can be a 
© of your patient's day. 


Simply bathe 
dry şkin away- 
Moisturizes with the first bath 

Helps relieve itchy, dry skin 
Cleanses gently without soap 


Daily use helps keep skin soft, 
moisturized, and healthy-looking 
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Stiefel. The widest spectrum o! 
| benzoyl peroxide pM 





PanOxyl > The widest spectrum of aqueous gels... 


1⁄0, 
BAR ide 24%) including the only 2/96 strength 


> As effective as alcohol gels 
PanOxyl: ANE 


> Minimally dryin 
PanO y arying 


> Excellent patient tolerance and 
PanOxyl compliance 
(Benzoyl peroxide 10%) 


> Alcohol reduced to 20% 
... With no loss in effectiveness 


PanOxy | 5 > Solvent action of alcohol makes them 
(Benzoyl peroxide 596) 


ideal for oily skin 


PanOxyl | 0 > Less stinging than older gels 


Benzoyl peroxide 1096) P Reliable, long-lasting stability 













y (Benzoyl peroxide 2/276) 
The mildest benzoyl peroxide gel available 


'* The benzoyl peroxide therapy of choice 
for patients with dry or fair skin 


> Unsurpassed for initiating therapy or 
! maintenance regimens 











Composition: PanOxyl AQ 24 contains 2⁄2% benzoyl peroxide ina Ly 
yc 


n lated with purified water, polyoxyethylene lauryl ether, propylene gh 
GUIDE TO THE P ANOXYL SPECTRUM sulfate, carbomer 934P and di-isopropanolamine. 
SKIN TYPE PanOxy! AQ 5 contains 5% benzoy! peroxide in a gel base formulated with. 
water’ polyoxyethylene lauryl ether, propylene glycol, sodium lauryl sulfate, 
DRY AVERAGE OILY 934P and di-isopropanolamine. B 
PanOxyl AQ 10 contains 10% benzoyl peroxide in a ge! base formulated v 
water, polyoxyethylene lauryi ether, propylene glycol, sodium lauryl sulfate, 
934P and di-isopropanolamine. ars 
PanOxyl 5 contains 5% benzoyl peroxide, 20% alcohol, polyoxyethylene 
colloidal magnesium aluminum silicate, hydroxypropylmethylcellulose, citric acid a 
purified water. Dom 
PanOxy! 10 contains 10% benzoyi peroxide, 20% alcohol, polyoxyethylen i 
colloidal magnesium aluminum silicate, hydroxypropylmethyicellulose, citric acid a 
purified water. es i 
Caution: Federal Law prohibits dispensing without a prescription, ee 


Action and Uses: The topical use of PanOxyl AQ 2/4, PanOxyl AQ S, Pan xy 





PanOxyl 5 and PanOxyl 10 provides therapeutic contro! of acne through dr 
desquamative action, as well as providing antiseptic activity. DOORS 
Indications: Use as an aid in the treatment of acne. Og 
Dosage and Administration: After washing as instructed, apply | or 2 times daily 
affected areas. E ü 

Contraindications: Patients with a known sensitivity to benzoyl peroxide should r 
employ these medications. SUUS 

Precautions: For external use only Do not permit products to come in contact v 
the eyes or mucosal membranes. Keep these and all drugs out of the reach of childr 
Very fair individuals should always be started on a single application at bedtime, allow 






THERAPY 


AQ 
1 


























Typical applications of PanOxyl AQ and PanOxyl. the medication to remain on the skin overnight. PanOxyl AQ and PanOxy! gels ti 
As always individual patient response and your own clinical bleach ao colored fabrics. Keep from the heat. Store PanOxy! 5 and PanOxyl 
; below 80° E 


judgment provide the most precise guide to therapy. Supplied: PanOxyl AQ 2/4. PanOxyl AQ 5, PanOxyl AQ 5 


PanOxy! 5, and PanOxyl 10 are supplied in 2.0 ounce and 4.C 
ounce plastic tubes. 





From dry skin to oily ... from mild acne 








to severe ... there is a form and strength For additional information on PanOxyl products 
i i , and for patient starter units, 
of PanOxyl to suit each acne patient's call our toll free number: 1-800-327-3858. 
individual needs. In Florida call collect: 1-305-443-3807. 
ur BONAM Stiefel Laboratories, Inc; Cara Gal 
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THE FIRST BIENNIAL PALM BEACH AESTHETIC SURGERY SYMPOSIUM 






















GENERAL. INFORMATION 


This symposium has been planned for 
“the exchange of ideas and concepts 
¿by a multidisciplined faculty in a 
unique and luxurious atmosphere of 
the 5-star Breakers Hotel. The 
course is designed for both the 
novice and experienced aesthetic 
Surgeon who desires not only to 
view the basic anatomy as it per- 
ins to cosmetic surgery, but 

sò learn the latest techniques 


in -cooperation with 
The American Academy of Facial Plastic & Reconstructive Surgery 
ai April 16 ~ 19, 1981 
THE BREAKERS HOTEL 
115 HOURS CME CREDIT) 


SUBJECTS. 


Basic anatomy of the aye, nose 
face; cosmetic eye area surgery 
and complications; septorhino- 
plasty, mentoplasty, cervico- 
facia! rhytidectomy, forehead 
lift; management of the neck in 
facelifts; chemical peel, derma- 
brasions, facial toning, hair 





FACULTY 


Ferdinand J. Becker, M.D. — ENT 
Donald R. Cahill, M.D. Anatomy 


Douglas D. Dedo, M.D. ENT 
Charles 0. Dugan, M.D. DERM 
Pierre Guibor, M.D. OPTH 
Donald J. Huttner, M.D. ENT 
John T. Murray, M.D. ENT 
Enrique Sabbagh, M.D. Plastic 
Robert Simons, M.D. ENT 


Representative, ELIZABETH ARDEN 
















South County Road 
April 16-19, 1981 Palm Beach, FL 33480 
P.B. Aesthetic Symposium ' | 








State Zip | 





“YeoSingle MAP - $110 + 4% tip & service charge 
} Double MAP - $120 + 4% tip & service charge 


100 deposit required; Reservations before 
: March 1, 1981) 


— 


A 
€ neti AT 1213 
American Academy of Facial Plastic 
& Reconstructive Surgery 1300 





erst. Laboratories 





Dista Products Company essent anne 1308-1309 
Doak Pharmacal Company seernes 1240 


1320 
1301 
International Light, Ine. isses 1300 

L 
Lea & Febiger eee sstetrtrentettteetes 1238 

M 

Merck Sharp & Dohme, Division of 

Merck & Company 1... ettet 1245 


While every precaution ts taken fo insure accuracy, we cannot guarantee ac 
cc geedsional change of omission: in the preparation of tk 


[T 


rt eye area surgery and sculptering transplantation, 
«the neck in cervical facial 

ytidectomy 

p'and send directly to: The Breakers Hotel l 


Clip and send directly to: 
Palm Beach Aesthetic Surgery Symposium 
c/o Douglas D. Dedo, M.D. 
1515 North Flagler Drive 
West Palm Beach, FL 33401 


Name 





Address 





City. ue State Zip 


Tel (_) 





Registration Fee - $400 --Make checks payable to: 
(Residents $200 with 
certification. 


Palm Beach Aesthetic 
Spouse Registration - 
$30) 


Surgery Sympos ium 
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Nutracort . 
for total physician control. 


* Base versatility * Variety of sizes, strengths & vehicles 
e Samples * Color coding 
4 * Safe + Effective e Economical 
Promoted to dermatologists only 


discontinued and appropriate therapy instituted. In the presence of an 
should be instituted. If a favorable response does not occur 
the infection has been adequately controlled, If extensive areas are 
ised , uh exists of egyy systemic absorption of the corticosteroid and 


have been associated with exposure of Name 
d losage levels. Therefore, drugs of this class should 
patients, in large amounts, or for prolonged periods of time. The product is not for 


local adverse “Sopp have been on with topical corticosteroids, especially under Office Address 
osis, rig eruptions, hypopigmentation, 


Bes escent of e cii striae, and miliaria 
a dar 4 times daily. 
a .596 in 2 fl. oz. 4 fl. oz. bottles; 1.0% in 2 fl. oz., 4 fl. oz., and 1 gal. bottles. nutracort® Quy ee oe 
neces tn OW I 21 oz Oe tube, 2 oz. and 4 oz. jars, and 1 Ib. jar. nutracort® Gel 1.0% in 15 g. and 60 


Return attention Dept. RWB 
LAW PROHIBITS DISPENSING Owen 


Pd DDPCA^DorterTART Chuan | ahnratariac 











RAPIDLY RELIEVES 
PRURITUS AND 
ERYTHEMA 

IN ATOPIC DERMATITIS* 


* 88% 
* 85% 


of patients experienced a reduction 
in pruritus. 


of patients experienced a reduction 
in erythema. 


Comparison of the mean vasoconstriction scores of Westcort 
Cream and 7 marketed corticosteroid cream formulations 


MEAN VASOCONSTRICTION SCORE 


LIDEX® 0.05% 


WESTCORT* 0.2% 


DIPROSONE® 0.05% 


2.14 


KENALOG® 0.196 


VALISONE® 0.1% 0.97 





TRIDESILON® 0.05% Study Protocol: Equal amounts 
of four products were applied 
to sites of each forearm. Vaso- 
constriction was graded on a 
0—3 point scale, with 3+ sig- 
nifying the greatest degree of 
blanching.” 


“Data on file at Westwood 
Pharmaceuticals, 


SYNALAR® 0.025% 
ARISTOCORT * 0.1% 


NOTE: Many investigators believe 
vasoconstrictor activity indicates 
potential clinical efficacy, 
although no direct correlation 

has been proven. 


Effective, Elegant, Economical 


n = 29 for Lidex 
n = 30 for All Others 


BRIEF SUMMARY FOR WESTCORT*" 
(HYDROCORTISONE VALERATE) CREAM, ! 


Indications: Westcort Cream is intended for 
relief of the inflammatory manifestation: 
corticosteroid-responsive dermatoses. 


Contraindications: In those patients with a his 
of hypersensitivity to any of the components.» 
ingredients). 


Precautions: If irritation develops, discontinue 
institute appropriate therapy. Use appropr 
antifungal or antibacterial. agent with infecti. 
Discontinue use if infection persists, With lare 
areas or occlusion use suitable precaution for sv 
temic effects due to absorption. Safe use in p, 
nancy has not been established. Exposure 
gestating’ animals to topical corticosteroids » 
been associated with fetal abnormalities. 


Adverse Reactions (for topical steroids; espec 
with occlusion): Burning, itching, irritation, dry 
folliculitis, hypertrichosis, acneiform erupti 
hypopigmentation, perioral dermatitis, alle 
contact dermatitis, maceration of skin, secon 
infection, skin atrophy, striae, miliaria. 


Ingredients: Hydrocortisone Valerate (0.2%), v 

petrolatum, steary! alcohol, propylene glycol, 

photeric-9, carbomer-940, sodium phosph. 
sodium laury) sulfate, sorbic acid, water. 

How Supplied: Westcort (hydrocortisone valer. 
Cream, 0.2%, is supplied in 15 g., NDC 0072-8; 
15;45 g., NDC 0072-8100-45; and 60 g., NDC 0! 
8100-60 tubes. 


WESTWOOD” 


PHARMACEUTICALS INC. 
Buffalo, New York 14213 
In Canada, Belleville, Ontario K8NSE9 


